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(57) Abstract: A novel 4,4-difluoro-l,2,3.4-tetrahydro-5H-l-ben2azepine derivative 
represented by the following formula (I) or a pharmaceutically acceptable salt of the 
derivative. They are useful as a therapeutic or preventive agent for night pollakisuria 
and/or diabetes insipidus. 
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Ts^mmn. mm. m^^m^mm. ^mmmi^mmt i^x^mtmrn. m- 

-1,2.3,4-7" b7t Kn-5H-l-^i/y'T-€fc"'l^^##:Xf*^(7)i&S.tJ«^ 
T/W^^>'x^yVwi>'>' (AVP) ^T§P-TS#:m{--r^'^^-i>^^$ 

5o V2^^#:51^^j^Iljm^ LTJt-<:/^KT'fc57^^^:7'Vix:/ (AVP (D 1 
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(Dmm-^mmm(o^xi>Mhmmx-h^<Di>^^h^^—j^ P450 (cyp) xh^o 

CYP ^«#ic©^^«}6S#^f 5:65. I^Ci>^F-«<^ CYP Is: J: !9ftl»$tb5^ic 
^bT«. -/^^ (A), -is:^ (B) xf*-^^ (c) -e^^Hss^tt^b-^ 




(A) (B) .(C) 
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me). R-d-^^ (F) X?±-J^^ (G) X-^:^tl^-<:y:/^y'nm^t^m (# 

ffxm?. mnxms^ Wfexm9) :i)^v2^m^m^mi^Wimti.x^ib^x 



aconrV 




(E) (F) (G) 

Avp ^mi^xn:^^i>^hi^i^^^m^M'r^i^mj¥m^^-r?>. 4,4- 

^ttTv>;fev> (#fFS:ifci 0^ #ff:A:mi i. i|#ff :i:iS)t i 2)„ 5fc*3. ^ffxmi 

y^/V- 2 ^atc CF3> ^L< i-ty^tt^l^Tb^^X^it 4,4-i;^ 7/^:^x3-1,2,3,4-7^ h 9 
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^T>'^^/V'>Sr-^tpS^^^^1"S 4,4- i^:7/P:^ a -1,2,3,4-7^ Kci-5H-1- 

] 0 54, 676-691, 1978. 

[#fF:$Cm 1 1 B^<2^MS 99/06409 "^^^ l^^X^vV 
[#fl^:5:ife 2 1 S^^^HII 99/06403 -^/^ V7 UvV 
W^XW. 3 ] S^^IBII 00/46224 %^<l^-7 W 5^ b 
[i|#fF:SCifc 4 ] WB/^'mW. 01/49682 -^/■?:/:7 W h 

5 ] H^<2f^|| 97/22591 ^^^^^-yx^v V 

vm^-xwi 6 1 0 immw^ 2926335 

[#fP:SCi^7] B:^ai|^fFS 3215910 • 

Vm^:Xn, 8 ] B 2|s:fflii#fp(±ilg^P|i|#M5p 11-349570 -^^^^ 

[«i#fi^:5cisit 9 ] ' B nmm^^m-'Mmmm 2000-351768 ■i-'a:^ 

[<l#fF5:i^ 1 0 1 H^i^^n 95/06035 ^^^^yyyyyV 

[#ffS:Ml 1] B^45t5BM 98/39325 ixy h 

1 2 ] 0 ^mm^^Wjm^W^- 9-221475 

S V2^^^*:f^»J<^ffi<^=ti-5^b'a'^^^^lov^TfiS^^bfci:c:5. ^M^^ 4.4- 
7y^:;^-n -1,2,3,4-7^ b 7 t Ko.5H-l--<>'yT-^fc"i/^^#:3{iS^tl.;fe:^^m^ 
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m CYP3A4 RX^ CYP2C9 fc*H-5iaWf^>ffi;d5;^«)Ti£V>r t ^^tii U^o 



Q 




: g^$tl.TV^•rt>J;V^T5:/, -OHs ^L< {^-O-igaT/V^^/W 
r2 : CF3> 

:H. ^b<{*^^ay^^o 

-X- : 

(Da dS^*^'^. b ^5 -m^-^-t?fc<5^. -CH=CH-. -CH=N-. -N=CH-s -N=N-. 
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( 2 ) a m^-W^^. b tt^m^X'h S -N-o 
Y ; 

(1) &7b^^^^. hib^nm^^X'h^m^. CHs ^U<«No 

(2) aib^^mm^. b^dS^j^-a-CfeS^. So 
-A-:.0-. -S-. -NH-, ^U< }i-N({g0TyV^7V)-„ 

:i*vfe(D'fb'a-i^o5-^> 0*b<i:i (I I). ^ (I I I). -OH, ^ 

4,4-':?-:7/V;^a.l,2,3,4-x>7t: Kn.5H-l--<i^yT-^trvf|^f$:3i:f*^<^)j|S 

^(^f-e^R^^as^Cl I).^L<Ji^(I I I) 
-e^^ttSST-fcS JilB— Ig;^ ( I ) -e^^HSs ^^Jfe 4.4-t^7/V'^n -1,2,3.4- 




12 




14 



(I I) 



R"' (III) 
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-H. -OH, -O-i&BTJV^jV, -CO2H. -COz-iS^r/l'^yl^. lo^U<J*2o(D 

^ (I I I). ^u<fi5S; (IV) x^^Mmo 

R (I I I) R (I V) 

R'^:-H. -OH. -O-'IS^T/W^/K -CO2H, -COi-Mm.TA^^JV, lo^L<tt2. 

J;!9 0*U<«. R^;6S^ (I I).^U<«^ (I I I) -e^^tvSST'fet) ; 
a ^as^^-a^-efc?) ; b ii^-W^^'Q-h 9 ; -X-;6S-CH=CH-T?fe «9 ; -Y-36S.CH-T?fc 
5. ±13—^^ (I) T^^ttS. 4,4-^;?::7/i.;^n.l,2^,4-x h^l: 

-5H-l--<>'yr-^tf>f|^^Xf*'?:(^Mm^6<J{-fF^$ttS^T-fc5o 

$fe{c^if*L<fi. R';6S^ (I I) .-e^$tL5^-efe«9 ; a JdS^^^T'fc t) ; 
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m 
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#Jj:igF*b<«. R'^s^ (I I) -e^$tt5^-Cfc9 ; a !9 :b 

^> o ^^if * U < (II) -C'^^ttSS-Cfo «9 ; a ^as^Jg-a^lffe ; 

-B >6sgm$ttTv^■r^) J;v^^s^g^r/^=3f/v>efo5. JbiB— ( I ) -e^^nSx 

(2Z)-N-(2-T ^ /-2-:t^y=i^'^/l^y2-{4AJ' h V 7/V:^o-l-[4-{[(2R)-2-7/V':^ 

(2Z)-N-(2-fc: Kn:ar>>'3:^>'^)-2-{4,4,7-h y 7/W:^n-l-[4-{[(2S)-2-:7>'V:^n 7* 
n tVV]:;^-:3s^>'}.2-( h ^ 7/1^:^ a p{ 5^>'V)^:/y^/W]-l,2,3,4-7^ h 7 t Kn-5H-1- 
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m 
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(2Z)-N-(2-t Kn:aE^S^a:^/^).2-{4,4,7- ^ V -7A^:^uA-[A-{[(i2K)-2-yjV:;^XiZf 

:/}-N-[(2S)-2,3-i^t KndeixrT^n l^yV]T-fe hT^ 

3-[((2Z)-2-{4,4,7- b y :7/U;rn.l.[4-{[(2R)-2-:7/V;^-a >^n fcVV];t^->}-2-( h 
y 7/1^:^-0 p«^/W)^i^y>r/V']-l,2,3,4-7^ h^t Kn-SH-l-^^/yr-^tri^-S-^ 

(2Z)-N-[(2R)-2,3-^^fc Ki3dr^^:7'n tf/^].2-{4,4,7- h y :7/^;^-n-l.[4-{[(2R)-2- 
77V';^-ci \f )Vpr^'i/Y2-i > y 7/i/;^-a '^/v)-<:/y^/w]-i,2,3,4-7" b 7 1 
Kt3-5H-l-^>'>^T'^tfi^-5-'Y'y7^>^}T-fe hT^ h\ 

(2Z)-N-(2-T ^ 7-2-;^ dry ^^yV)-2-{4,4,7- h y 7/l';^-pi-l-[4-{[(2S)-2-:7/U;t- 
(2Z)-2-{ l-[4-(2,2- 5?"7/P;t-n::7'pjK'^ V)-2-( f y :7 /V :^ ^ ^/U)^ y ^ 

yi;]^,4- -1,2,3,4- -7^ h 7 t K t3 -5H-i--< >- T If i/-5-^ y X 

(2Z)-2-{4,4-i^y/V::^-o-i-[4-{[(2S)-2-:7/V;j-n:7"n t?'/V'];:e-dri/}-2-( h y :7/V';r 

13 p« 5^/v)^>'y-i'/p]-i,2,3,4-x b 7 1 Kc-sH-i-'^ixyT-^ t':/-5--f y ^ 

i/}-N-(2-t Kn^^/3i^/i^)T-fe hT^ 
(2Z)-2-{4,4-i?7/W;^-t3-l-[4-{[(2R)-2-7/P:*-n:7'n fc!'/^]:*-dfe/}.2-( h y 17 
p{ 5^/U)^:/y-f /W].l,2,3,4-.7^ h 7 b: Kn-5H-l-^:^)/T-€ fi^-S-l' y x 



wo 2004/096775 

■ m 

>'}-N-(2- K P ^/^)T'fe h r ^ Kx 

>'V]-4,4,7- h y 7/^;^- 13-1,2,3,4-7" h 7 t: K n-5H-l-^^y T-^ fc'>-5-f' y x 
(2Z)-N-[(2R)-2,3-i^t: h^ue^iy^n t:V^].2.{4,4,7- h y :77U;^-i3.1-[4-:7'd /K^ 

i/-2-( h y :7/v:^i3 p« ^/y)^y:/yf /vyix^.^r- h 7 Kt3-5H-i--^:/>'T'^if 

y y^:^}T± h T ^ Kx 

(2Z)-2-{4,4-i^:7y^;^n-l.[4-{[(2S)-2-7/V':^n:7'i3 t:VW];*-^ri/}-2-( h ]) '7;V:t 
a p« ^/l^)^ l^y-^ /V]-l,2,3,4-x h 7 t K n -5H-l-^ >^ T f y x 

V}-N-[(2S)-2,3-t^l; K n '^f^i/'T' n }f/V]T± h T ^ 

(2Z)-2-{4,4--^'7/l':^o-l.[4-{[(2R)-2-77V;^o7'i3 tV^];^^ v'}-2-( h V 

n ^/V)^ V y /V']-l,2,3,4-7" b ^ t K n -5H-1-^ V y T If 1^-5-^ V x 
i^}-N-[(2R)-2,3-e;^t: Kndr->:7"r2 fcVV'lT-fer hT5 K. 

3-[((2Z)-2-{4,4,7- h y 7/l;';*-D-l-[4-{[(2S)-2-7>'^;e-p t:VV];^^r^^}-2-( h 
y :7/^;e-o;>«^yV')^:/y^ylx'].l,2,3,4-7^ Kn-5H-1-^WT-^ 1^:^-5-^ 

(2Z)-N-[(2R)-2,3-i;^fc Kn deix:7'ci fcVW]-2-{4,4,7- h V :7/^:^n .l.[4-{[(2S)-2- 

Ki3-5H-l-^>'yT-^t°>'-5-f yxi^lTir bT5; K. 

3-[((2Z)-2-{l-[4-(2>i^:7/P;t-n -fxi -^^i^yi-i V y 7/1^;^ n 7< ^/V')-^;^^^ 
>'V]-4,4,7- h y 7/V;:e-a-l,2,3,4-x h7 t Ko-SH-l-^^-^/T-^lf :/-5-^ y 

(2Z)-2-{4,4- -7 n -l-[4-:/ n ^ i/-2-( h y 7 n ^ ^/V-)^ v^^T 
/l/]-l,2,3,4-x h7t Kn-5H-l-^WT-eifV-5-^ y 7*V}-N-[(2R)-2,3-i^fc K 
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(2Z)-2-{4,4- y /l'^ n .l.[4- 7" n ^ ->-2-( h V :7 /P;^ o ;?? ^/l^)^ >^ 
/^]-l,2,3,4-x h 9 t Ka-5H-l-^^^>^T-^fc°>'-5-Y ^ 7=V}-N-[(2S)-2,3-i? t K 

J^f*5, ^bT«. _hlB^ (II) ^L.<f^±IB^ (III) T^^tbSS 
dS^*.U< ;±IB^ (I I) -C^$tL5S;6Sj;»j^g:^U< ; JiS^j^-^T'fc «9 . 

I) -e^$tLSS;5S$blC0*b< ; ^as^M-a-efe (9 , R'2;0S-HT'fe«9^ R" 
d=»o, -Y-:as-CH-;dS^*UV\ 



wo 2004/096775 
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^m-r^^mm<Dimm^M^\^. Mci^m^miK.i-£. tf^/K ry/K 

7y/K lf7i^^>'K tfy^-^=^/K ^T^y/K l^y ^i^:::i>'K tf^^/y/K 

fc'ny/K :^-=3^i^>/y/K -rvf^ryy/K y:^=arf-i/y/v. -<^i5^^/y/^ 



wo 2004/096775 
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mm. mm. mil^'^Ay-T?v>T^> J;v> 3 T^M 10 Mgl<^#^3§=#i^<7)^J|^T ^ :y. 
^tf* U< « 5 7!f^ 7 ^m(D0^mm<DmV^r ^ ^^(D 1 ffiStrS^Us 

7}>:=i/K t"^9^^:=^/K k'7V^y^>— /K i^t Ko y /V-^^JS^lf btt. 

* u < If p y i^^^/v-, tf ^ y 9 'e/i^^ =^ji^x h § o 

<x #>«r<o^i2: ioiJA±<^ffm^Sf^b-rVNTt> J:v\ 
(II) RX)i (III) T'^^^LS^Sr^ifSr tdS-t?t5o 

ry— ;R'\ R'M^iisits ^e^$i^-cv^T^>.J;v^Ty-/^J. rg^^nr 

$tbTVNTt><fcV>#^3^#i^^7"n3^j ;tfemciR'\ R"t::*3ftS ^g^i|$ttTV^ 

x-h^\^^0^mmm'J[kT^ym ; ^^l*3v^•rl1F^§ttsg^^i: x^xit. &.T(d 



wo 2004/096775 

m 
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(a) '72rM (h) i:L^;^MmtmfhMo titi3, R^«, -OH. -O-^WiT^l- 
^^l^. 1 oX« 2 ocO^S^T/V^^r/^Tg^^tl/TV^Ttj J; V^T 5 7,1 oXJi 2 

(a) yM3^>' ; 

(b) -OH, -o-R^ -o-ry— /w, -OCO-R^ (=0) ; 

(c) -SH, -s-R^ -s-ry— yK -so-r\ -so-ry— /k -soz-r^ -soz-ry — 
/K 1 oXf*2-o<??R2t?fi^§tLTV^-Cti J:v^x^y^:7T^-1'/^ ; 

(d) 1 •oXJ*2o<DR^Tgil$tb-CVNT^J;V^T^y. -NHCO-R^ -NHCO- 
T y —JV, -NHS02-R^, -NHSO2-T y —/l^, - h n ; 

(e) -CHO. -CO-R^ -CO2H, -C02-R^ 1 ^Xfil -0(D K^-VWM^tlX\f^X 

( f ) -OH, -O-iSig^TyW^^r/K 1 OX«2o0^g;giT/^=ar/^■C®^$t^.TV^■C^ 

J: V > T ^ y , 1 ox ft 2 o (DmMT/i^'^/i^'CW.Wi: $ tbT v 1> J: v /w^^-f /p, 

ry— /K ^#:^-^7^n^, ^^cIy>':s.aR2;5^b7:^;5i^J; Dii^^n^ loi^;^ 

(g) -OH, -O-^SjgfeT/v^/K lox^*2ooig0Ty^dE^/^t?Bm^^^TV^T^ 

iV^T 5 / , 1 oXfi2-o(DigiiT>'W^/wi?tt^$ttTV>T 'ii j;V^;&/W^^^/K 

(h) ±IB (a) 75M (g) K^^tl^mm^^^mi^^tl^ 1 o£;_h(^g-C* 



wo 2004/096775 

m 



15 



PCT/JP2004/005998 



LTf*^ ±m,(D (a) 7bm (g) \^7^^ti^mib^m^fhti^o 

\^:L^h(D%^m'i^w-<Dm^^m'^^m^^f^h(D^'r-<x^-^-r^o -^tc. ^ 

^m^fho^mx^^my)Kit5\i^x:^%m\^^-^-^fi^o mm. 
^ih-^mm. ^^i\:.-^mm. mm. mm. y v^j^jj ^otiaiK'. ^m. mm. 

)}.i^zim. m^m. ^a^i^m. ;^^i^:^/\^:^>m. =^'$'>:^^u:^>'m. p-b/i^^ 

i^p.;v:^:ym. T:^^-^'7^'ymX\t^7V^ % i^m^i: ^<D^mmt(DmHMm.. 
^Y])^J^. :»V^J>^. -^jfV^y^K, -^^^^^"^ j^mco'^m^^t^wm^. 

Prog. Med., 5; 2157-2161. 1985.t::|B^$nTV^5S-^. 1990 <^TIJ 

p"p<7)|S^J 117^ 5>-^lS:fl- 163-198 ^-i^(^|Bife$tl/TV^:5^;^|S#^ffetb^o 



wo 2004/096775 

• 
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^:ibii^X^. ^^h(r>^m^t\.X\-tm^\t^D—>' (Greene) m^t7-yy 
(Wuts) ^> rprotective Groups in Oiganic Synthesis (third edition) J \^^M,<0%^ 

V oa B^-A-H Y pa 

(a) (c) 

1 je5'illci;&i:T*B7K»® 




(d) 



>lciifej*. 'fk-a'«^(a)<DmiilS Lv •lr'fb-a-i^(b)T-gmL. 'fb'g-i^(c)ilrM5tb. 
iK^^tciJ^F CT:&D7j<:5>^t-^ :i i I- J: «9 ^b'a-^(d)^S^5gi-5:fe-^feT'^ 

(m-xm) 



wo 2004/096775 
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Tk^lg ; i^ni^^V:^— f^^l^^ 7^h7tKn:7^>' (THF), i^:^^ih^^^<?Dai— . 

it:^mm ; N^-t;?p{ ^/U^/VJ>sT ^ K (DMF) ; h T ^ K (DMA) ; 

N-;»«^/Vtfoy KV; i^^^yW;^/V2}>dee/K (DMSO) ; g^^^^/V (EtOAc) 

(MeOH)^ /I. (EtOH)^ 2-:7"ny?/— /V- (iPrOH) ^<??T/V='-/W|g«ti^ 

^b-g-i^ (a) tit^m (b) i:^Sr^^/W7!»M— :*^^i®pJfi^v^, ^M75M;!jPi?ijl 

4-(N^-5;'^ ^/i-T ^ / ) f y •xn.^mMM.m \.<n^ v^m^. 
'^b7K^ii^ T/v=i— >'v^^^, DMF, DMA, DMSO. t'ye^^-, :?K^K^S{j:^ 

imit-r V y i> a, TK^'fb:^? y mmio y uri., h y a, mm-^ 




(1c) (I)X(±(1e) 



wo 2004/096775 
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S^S^ii:S#^^f*. i^i/iJ' n^:3^iX/V;i{7/V7Ki?-f ^ K (DCC). \X-:hjV-^=- 
/V tr;?; -IH-^ 5: (CDI) ^ "^J^a^ ;^ ;}n y /wr K (DPPA) . 

^ K:i:m:^ (wscD) t^if<Dm^n^^m^^(Dtmm-(^h^o 

Tle:Kl^;^^5:^*fe. ii^o^;^x/vSrT5 ^-^St-^^^^fe^^s, ^III^Bt-:^^ 

j&*5s Mj^;(tl^UT. ib-^m (la) ^iliilJ^cffiv^fc«9. N-p< f^/V'^/W'7j> y 
p{ ^ywT= y tf y V, 4-(N,N-i^^ ^/wt ? y y if =1 y 
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Rit^n. ^mi$^(D^mf^-j:mi^m ct^t 7:it t^x-^ 5„ 




(2f) (I) 
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Rft^i-x. ^-mm^-j:m\^m \^xn o:it t^x^ 

7Km^^ T ^ ymmi'<i-^:^/\^yT=^^i^m<D^m^tvxit. m^^<D 

rprotective Groups in Organic Syntiiesis (third edition) J K^1^<D^^^^$^if ^ 
^t:diX^^o rprotective Groups in Organic Synthesis (third edition) J K 

U< «Tir h:=^ h y/V. DMF. DMSO^ ^--'T )Vm^<Om.^AZ.7^^ii^fsmW^ . 
'fb'^i^(2d)^ffiV>S^/;&ii> ^/V^, DMFs N-p<^/H:'a y Ki^^^^^T" 
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(Synthesis, 1981,pp.l)„ 

r^i^>ft:^^j^ ^4mj (^||*5^^#?±, 1990-1992 ^) {eiiam^o^^sfe 
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V2^W#:f^i(lf^ffi{e:S^^\ JklS^Sm Vni H^:S.T^ von WiUebrand H 

^yt. :^^mit^mtMm^mmm cyp3A4 rxj^ cyp2C9 iJim-sia^f^^ 

;6S^i6T/h $ V . CYP3A4 ^ b < CYP2C9 bt ftit $ H 5<{b,<^^ii» 

CYP2C9 fcj;9'f-tm$tt?)m^^ L-CJis i;^i^n:7ai^^, 7^:7^13 7 01 
btuS (i^-^BI^, 48(6), 1427-1431, 1999.) » 
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(1) vi^mim^um 

mm^(0:^^ (British Journal ofPhannacology, Vol 125, p.1463-1470, 1998) 

i^- /^yz/v-i^v (i^Ts r[3H]-/^y:7'ixv:/j i:v>5o) (0.5 nM, specific 

activity = 75 Ci/nimol) j^.tJ^^^^k-a^^J (10-^''~10-^ M) tMZ.. lOmMMgClzs 
0.1% ^i^M.mTJ}^Zf%l^ (BSA) ^-^^f-S 50 mM b P :^ - i^^j^® IS 
(pH=7.4) (D^*250 jm\^-T*6Q^^. 25 'CT?'^ i^^a.-^— >3 i/bVho 

Pl*^ (%) =10 0- (Ci-Bi) / (Co-Bi) X 1 0 0 

[^H]-^-^y>^l^->V:dS1^2|s:i^'g-i-5S 

['H]-^^y:7"WixV/5SJ^;2^^^^f <5» 
Bi : a@3HJS(7)/^ (10"* M) ^ [^-x^ y ^ l^ixi^ bT^^^*:M 

±IB^<t«9Ri.W^;as 500/0^ ^^^St^i^^b-a-i^t^^^ (ICsolS) ^^Wb> ^l^d^b 

(Ki) = ICso/ (1 + [L]/Kd) 

[L] : [^H]-^^y:7'i/i^:x<7>^^^ 
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Ki (nM) 




Ki (nM) 




11 


31 


10 


mmm9 


19 


MMm 54 


17 




18 


MMM 55 


16 




4.3 


mrnm 134 


12 




5.8 


mt^m 136 


11 


mmm 98 


6.2 




68 



itmt^^tn. m^'^ikmm wo 97J22591 ^mm(Dmmm 3 2 (Dit^ 

m Ut^^^ : 2-[(5R)-l-(2-^ n a^-fa V i^^^-l-^ ;vy2,ZA,5-'r h 



(2) ^^M^^ 

H^tUi. ^m5m<0^^ :^^—-m(Dlim.'7>yY (10~12al#) ^fflV>;/to 
A \Z.\t.mMm 3 (D^t^m 0.3 mg/kg. B iJlfillJg^J 9 (Dit^m 0.3 mg/kg ^ 

■^tt^'tL^M (DMso Sf-^tf ^a:t±&7K) Kmm\^tc^(D^. nc\^\t.^^b 

LT^Iftco^^^n^'n 1 ml/kg •vmm^Hk^'^. 15 :»-^le:^W7K 30 ml/kg 
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mA 


mmms 


■ 1.3 


6.2 


mB 




0 


5.3 


mc 


mm 


64.0 


80.0 



(3) feifiMt*;®^ (Mp^-^) 

4 mm^'^x'(om^i^m^—i^iz.xnj^i.. 7k:ft#»^ ioo%^ i^tct^co^m 

Mjfel*:l^>fk'^i^(7)ll« (EDso) SrfflV>fc„ ^(Df^m, :^m^it^mit.1^mP^n 

(4) ^h^a«-AP450 (3A4) mmmM^^ 

Crespi h(D:^W: (Analytical Biochemistry, 248, 188-190, 1997) i^mCXMl^^ 

96 iJ^ai/V-y h^m^f^X.mMt b-C 7-^>^i:^/^;r=^W-( h 
^/V)^-^];^ (SXIO-^M). l^i^Ytl'^^ (4.9X10-"~5X10-^M) :i^XXmm (5 
XIO^M) S:. 8.2 AZMNADP+. 0.41 mM ^/l'='— ;^-6-J^;^ 0.41 mM 
MgClz *5 J; 0.4 Units/ml ;^ -6-^:^:7 ^— h -T^t Kn -J^^— if ^-g-tf 

200 mM y (pH=7.4) <DmM200 nl^X. 30 3TCX-f :>^^=l 

^^Ua ^-Ll/fco T-fe h:=i h y 80%-^^ 0.5 M 2-T ^ y-2-fc Kn 
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(*2) 
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V-i^-X'^^^^ ; 409nm. m^^M ; SSOom) ^MI^Lfco mW 

PJ.^^ (%) =100-(C,-B,)/(Co-B,)X100 

Co : ^i^^k-^^#^#^T. mmRx:^mn^TX(D^^^m 

(5) ^b^n— J>.P450 (2C9) ^§^Ra#f^ffl 

Crespi e><D;fyfe (Analytical Biochemistry, 248, 188-190, 1997) IcJ^CT^i^Sr 
96 iJ^ai/vr/i^— b^Sr^v>-C. ^^i:LT7-^ h=aE^i^-4-(b y :7/^;tnpt ^/v) 

iJ'-^y (7.5 X 10-5 M). t^l^^fb-a^i^ (4.9X10-'~5X10-'M) ^XXJ^mm (10-«M) 
8.2 AiMNADP+^ 0.41 mM li^/U^— ;^-6-sl^;^ :7 3:— 0.41 mM MgCl2 *D 
J; TJ^ 0.4 Units/ml ^7^=1— v^-6-:*;;^73i— h y^t Kn^-:? — •^Sr-^tp200 mM 
V^'mm.WW (pH=7.4) (DmMlOO jul't'-e. 45 5>feT37 'CT-r V^^e^-^—i^a 
i^U;/h„ -^r*^^^ Tir h= M; 80%-^^ 0.5 M 2-r ^ /-2-t: Kta de>>p<.5^/v 

'^ytmm (Mi^SE* ; 409 mn. ; 530 mn) ^SiJ^b:feo PW^^±ia • 
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(^3) 



CYP(3A4 RU2C9mmf^m 





ICso ivM) 


CYP3A4 


CYP2C9 


■ mmms 


>50 


>50 


mmms 


13 


11 


MMm 51 


>50 


34 


mmm sa 


>50 


43 


mmm i3o 


>S0 


>50 


mmm ue 


>50 


>50 




<0.091 


<0.091 



m 3 KTri-rx 5 ^^mit^mtmm-^m^m cyp3A4 cyp2C9 

^tix^^^;^mi^^<^xmm-r^^t7!)^x^^o ^-^i^mm. ;57^-&/^ 
m^. m^m. mj^fji^i^x?>0mD^-^(D\^^'rn<Dmmxh'ox-hx\f\ . 
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mmn(oi:.ofmm}ii. -s-^j^j. m^^^j. Viun^^M\.x\i^x^x 

w-i^^yn— ^^^y^^V'Vtj^y =t-/K :^)>-~'fm(DX^fmm'f^. Eton 

h\zmmm. ^mn. ^wm. ^^mu m^tt^^ h-:^<Dx^tj:^mM. m 
afSPig-%'<z)^'a'. 1 ^(on.^m%. f^j^sfefc 19 0.0001-50 mg/kg. 

U< «^ 0.001—10 tng/kg dSji^-T?, $ bJJ:^?* U< 0.01~1 mg/kg Ji^ig^-T? 

^ttSr 1 lHl-t?^5VNj:i2 75S4|iIJj::$^JtT4g^i-6o #MS-%^^tuS^ 
-a-fis 1 0 <^^#*Ji#:afeyc: 19 0.0001-1 mg/kg. $f * L < \m 0.0001-0.1 

mg/kg irn^x. 1 B 1 iii7!/Mm^iHitc::$>ftTig#-r5„ n^mm^k. 
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60%;^^'^b•:^ h y !> J>^m^W:p^ 5.2 g ^ DMF 50 ml \zmm 7Ki«^T^^^t?yV 

12.3 g ^*P;t, ^ig.J;iT 6 ^W^#bfc„ Kl^mc IM :^^^^J!JD 
Iff ffl Ufc^^^^it^ 16.39 g <D 4-(^ Vi;?yV:^!aF->')-2-( h y :7/ix:^n ^ ^ 

MS(+);2'97. 

Rf : ^^mm^s 

Data : i^S^b^^T^-iS' (NMR : (CH3)4Si ^\HWMmtl.. m^mmi!>tfj:\,^m 
-^iJlf* DMSO-dfi SrilS^j^^-fS ^H-NMR tC*3ttS t?— <7) 6 (ppm)^^-f-. 
MS(+) : FAB-MS[M+H3^, MS(-) : FAB-MS [M-H]''. EMS(+) : ESI-MSPVI+H]*, 
EMS(-) : ESI-MSpVI-H]*) . 

nPr : yjU-^ji^yn fcVK cPr : P fc^K 
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(^4) 



Rf 


R'^ 




Data 


2 


CF3 


cPr-CHaO- 


EMS(-) : 259 


3 


CI 


nPr-S- 


MS(+) : 231 


4 


CF3 


nPr-S- 


MS(-) : 263 



^ 4->^/^;*-in -2- b V l^/V-^^n ^:.'5/T— h 4.44 g ^Sr DMF 40 ml K^M 

^Wt:^ y l^A 3.32g:S.t;« N-^ ^/Wti^^n \f)VT 5 >'4.10ml ^jjP;t. 80 

:/-EtOAc(4:l)1?^tti b^^JET^^^ bT. 4.79 %<K>:^ ^JV 4-[^ ^>'K>^'=' \^;V)T 
% J ]-2-( b y 77V;e-ti ^ T— h Sr^fco 

MS(+) : 276. 

5 (Dit^i^ 4.78 g % MeOH 20 ml Jd^^ b. 5M TK^-ft;*:^ b y l> i>.;!k^ 

m 6.94 ml <^Apx.. 70 'Ci^ix 5 ^mmwvfco ^mm^i^^m^^. m&Tmmi. 

fco Uhiri^tcm^^ lUmmPif^KX^mX^. ^trttibfc^^SrttSlUT. 4.36 g(?3 
MS(+) : 262. 

1 (Dit-^m 8.0 g ^ THF 80 ml \^.^}^Tm\:.^^=-^\^ 8 ml.DMF 
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^#fCo C:nt-(Z)-;^ 5^/K4,4-5>>'/V';*-n.l,2,3,4-7' h 7 Kn-SH-l-^V^'T-e 
If y xV)T-fei?- h 6.84 g ^;!jP;t^^^Tt'y v?^' 50 ml ^APx.. ^iaic 

T 12 ^P^S#bfc„ SJESa-T^. IMig^TK^^g^ EtOAc ^Mx. 

MZX^mi^fCo ^^^g*UT#b;n^fca^^EtOH <t !9W^fBSrm\ 9.12 
g <Dy< '^ju (2Z)-{l-[4-(^ > -^jv:^ ^ ^>')-2-( 7 ;v:i-vi ^/v)^ 
/V]^,4-i^7/V;e-n -1^3,4-7" h^t Ko-5H-l-^Vj/T-^l^i^ 5-^ yx:/}r-fe 

EMS(+) : 532. 

Me : p« ^/K 
(^5) 




Rf 


ra 


r^ 


Data 


8 


CF3 


cPr-CH20- 


EMS(+) : 496 


9 


CI 


nPr-S- 


MS(+) : 466 


10 


CF3 


nPr-S- 


MS(+) : 500 


11 


CF3 


nPr-N(Me)- 


MS(+) : 497 



##^J 1 2 

7 (Dit^m 9.1g^hV 100 ml K^M ^l^^ p« ^/U^ 
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^--^^-s.i g^M^^m.\cx 12 mmmwvtco ^^^.^m.w^. mm^mmT 

6.22 g (0:^f-;V (2Z)-{4,4-i^y/l'^X2.i.[4-\: Kn dE^C/-2-( h U p« ^/V) 

^>'y-r/V]-l,2,3.4-7" h 7 t Kn-5H-l--<V>^T-eif >- S-^f ]) y^:^}T±^— h 

EMS(+) ; 442. 

1 3 

#%^J 1 2 (0^t^% 3,89 g ^ DMSO 20 ml IzMMl^. ^^K^Vi'eWf^teiit- 
^^)V2M ^SiXf-mB.-)! y 1.46 %.^lB^^mc-X 2 ^^^#L;feo ^^#1 

ffA^-fy yJ^i^n-^Y^'y':^ -f. i^x^xi tJn/v A-MeOH(80:l)?§tti$P J; t) ^ 
3.55 g <D:^^JV (2Z)-{l-[4-(2-tert-:/ h^rv'-2-;^-^y::^ h=3riy).2-( h U 

^/W)^ y ^ }V\AA- -7 a -1,2,3,4-7" h 7 t K n -5H-1-^ y T f :/ 

EMS(+) : 556. 

^nm 1 4 

1 3 <r>KC^m 3.75 g % MJ yfVUrvi^m. 20 ml {C^jl^b. ^taidT 30 
^r^Mi^bfCo ?^iETl^l!S<lr^5feb. 3.25g(D[4-{[(5Z)-4,4-^;?:7/V;:a-D-5-(2-7« b 

^^^-2':^^y:x.'j- y '7^^^)-2,3,4,5-x h 9 1 Ko-iif-i-^i^y T-^if :/-l-i'/i'];* 
MS (+) : 450. 

#%^J 1 5 

1 4 1.09 g ^ DMF 10 ml HOBt 324 mg, WSCD 460 

mg. -t^p? ^/WT 5: >' (2.0MTHFM^) 1.20 ml b y oi^/l^T ? V 0.335 ml 
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TiSit b^ 1.14 gCO^ (2Z)-{l-[4-(2-v>^ ^/PT ^ J Y ^i^)-2-( h 
MS (+) : 527. 

^nm 1 6 

#%^J1 2 0'fb'^i^ l.OOg ^THFlSmlfd^ji^U, l-:7'^ / —/V 0.415 ml. h 
y 7 3^ r:i/l':«J>;^ 7 1:19 g S.tJ«T>'i^;i{7/VJj? 2.08 ml ^i!)D^:/fc^, 

^taiCT 17 ^f^W^\^1^. ^rnm^i^h EtOAc Sr^JP;t5>?^^^^^TofCo 

>5r n o *:/VA-MeOH(50:l)-t?^ta MJET^S^ bT\ 1.41 g (^SLt^ 
(2Z)-{l-[4-:/ h^->'-2-( h y :7/l^;^-ap<5^/V)^Vi/-f /V']^,4-v?7/W:^D. 1,23,4- 
X h7 t Kn-5H.l-^>'yT-^lf >'-5->r y 7*i^}T-fe^— b^#fc„ 
J:i|B-e#6>tbfc'ft;'g^#I^ MeOH5ml-THF 10ml IMTKM'fk':'- Y^) ^ 

^nnj}>/l.^.iPrOH (3:1 il-a-^^S) «r*P;t^>?lK^f^^^Toyh„ ^aJf^lS^:^ 
r^TKlcrgfc^^U MTKfiilE^'^hy iJ^AiCT^i^bfc. ^^^^^LT. 1.01 g<D 
(2Z)-{l-[4->^ hdri^.2-( h y Z7 A^isru :^'fr}Vy<:y-/ ^ jviAA-'^Jy jv:^xi.\:i^^^ 

MS (+) : 484, 

16^ nm^^ ^ 6 ic^-tm^m 1 7 ~ 1 9 ^tb-etbrn-rsji^ 
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Rf 


R'^ 


R^ 


Data 


17 


CF3 


nPr-O- 


MS(+) : 470 


18 


CF3 


iBu-O- 


MS(+) : 483 


19 


CI 


iBu-O- 


MS(+) : 450 



2 0 

#%^J 7 (Dit^S^ 1.43 g ^ MeOH 15 ml-THF 25 ml c^M-^^^tC^^ IM 

Ti^-mt-r h V ^j>^:i^mm 10 ml ^Mx.mmi^x 2 mmmwi^ito 

1.39 g 0(2Z)-{l-[4-(^i^i^/^::*-^i/)-2-( h y :7/V;^-ci ^ 5^/V')^i/yxi'/V]-4,4_^:? 

7/i-;rn-i,2,3,4-7' Ktr-5/r-i-^^^yT"^tr>'-5--r y v*i^}i^^^#yS:o 

MS(+) : 518. 

20 t m^tC, ^ 7 KTTi-t^nm 2 1 ~ 2 5 ^tt^tt*|-^Si-511 
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Rf 


R^ 


R^. 


Data 


21 


CF3 


cPr-CH20- 


EMS(+) : 482 


22 


CI 


nPr-S- 


MS(+) : 452 


23 


CFs 


nPr-S- 


MS(+) : 486 


24 


CF3 


nPr-N(Me)- 


MS(+) : 483 


25 


CF3 


MezNOCCHa-O- 


MS(+) : 513 



0mm 2 6 



mmm 1 (oit^^(D MeOH mmK^mm^m^. 3 p mMmmm.^no tc^ ■ 
mm^ Eton \z.mmu io%y<^i^^M.m.w^m^^\i^:^m^m^T. mm\^x 

24 mmWiW pi 4-t Kn =3f iy-2-( h y :7yV:^ci ^ ^/V)^^^)/r— h 
MS(+) : 221 

J>^^Mx.,60 "C-C 1 ^fW^#L^^/^ 4-(2-:^=3ey:7'n7Kde>>').2-( b y :7/W;^p 
ESI-MS(+) : 299[M+23f 

##^J 2 8 

#%^J 2 7 (Dit^l^comt^ '^l^l^^m^-JS "CtdTCi^^^/^T ^ 
7r by Kt:;bP;t^ ^tai? 24 Nfr^^?^U;^'5^/v 4-(2,2--:^7/v;^-n7' 
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EI-MS : 298[M]* 

2 9 

mnm2S(0i)^^m<0 MeOH 5M TK^^t;-^ h P •J'^TK^^^iDx., 

90 "CT' 2.5 ^r^»#U 4-(2,2-i;?:7/^;^^^ :/a V)-2-( b y ^yV-it n ^ ^yW)^ 

MS(-) : 283 

##^J 3 0 

^mtClTl 8^r^^#b, (2S)-2-t KndriXTT'n t:VV-4-7«^/V^:/ 
MS(+) : 231 

##^3J 3 0 A 

3 0 (Dit^m(D THF i^^jc:. N,N-i;?p< ^/I'T^- V >':s.t;«ii7Kg^^^*n 

d{^iy}3^^/wr -fe ^ — h Sr#fCo 
MS(+) : 273 

3 0 B 

3 0 AcDjb-a-i^© DMF m^\^. 2 6 ©'fb'a'^^T^^®?;^; y A 

:>'}-2-( b y 71^:^0 ^ ^/V')^>'yT— b ^^HLo 
MS(+) : 321 

3 1 

##^?iJ 3 0 B(Dit^^(D MeOH ^^ti. IM TK^-fb:;?; y !>i^-MeOH ^^^^ 
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0 MmcX l 4-{[(2S)-2-fc Kndf-^^i/n fcVl^];^ 

MS(+) : 279 

#%«3|3 2 

#%^J 3 1 (Dit^m^mt;^ '^l^lymm^-n X^KXiV^=^^;VT % 
-7 7 VVyjV:^-]) KSriD;t. MUrQ 15 ^K^i^ U;»{ 4-{[(2R)-2-7/i':^ci 

FAB-MS(+) : 280[M1* 

3 3 

##^J3 2<Di\:,-^m<D MeOH ^^g^Cl 5M TKm'fb':^ h P A7X^?^=lr*nx.. 
70 6 NfP^^^L. 4-{[(2R)-2-7/W:^n:7'P fcVl'];^^r->'}-2- b y 7/^:^0^ 

MS(+) : 267 

##^J 3 4 

ESI-MS(+) : 301[M+23f 

##^J 3 5 

##M 3 0 Inl^te:, (2R)-2-t Kn ^i/T'n tf/U4-7f ^>'V^>'-^:^;^/V':7;i- 
^—V^. (2R>:7'^y^•V-l,2--:^:^-/^^^V^Tj^5tbfc„ 
MS(+) : 231 

3 5 A 

3 0 A ^ (lR)-l-7< ^>'V-2-{[(4-7f 5^/1^:7 31 c:iyw);^/w:7 ^ ^/k] 
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MS(+) : 273 

3 5 B 

3 OBt mmi^. ;^ 4-{[(2R)-2-(r-fe^/V:*-=3r P tVl^]:^^ 
MS(+) : 321 

##^J 3 6 

#%^J 3 1^ m^lcl, p< 4-{[(2R)-2-k v'^T'a bV^]:t=3r;y}-2-( h y 

:77V:tn 7< ^/i')^i^yT— b 3 5 B <^'^t;'^^^<I^^V^-CM5t UfCo 

MS(+) : 279 

3 7 

. 32t mm^. '^/V 4-{[(2S)-2-:7/W:e-n :/n kVV'];a-=¥->'}-2- 7 

MS(+) : 281 

3 8 

##M3 3 ^ I^I^Jc, 4-{[(2S>2-7/V::t-n::^n lf'/V];e-^iX}-2- b y 
##^J3 7^^<b'^^^^ffiV^TM^tbfCo 

MS(+);267 

7 iRiit^c, ^ 8 KTr^-rmnm 3 9 - 4 i ^> ^in^^^nMit^-r^mm 
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(^8) 




Rf 


R^ 


R° 


Data 


39 


(S)-0-CH2CHFCH3 


H 


EMS(+) : 502 


40 


(R)-0-CH2CHFCH3 


H 


EMS(+) : 502 


41 


(S)-0-CH2CHFCH3 


F 


MS(+) : 520 


42 


(R)-0-CH2CHFCH3 


F 


MS(+) : 520 


41 


-O-CH2CF2CH3 


H 


MS(+) : 520 



20k mmi^. m 9 izm-r^^^m 4 2 ~ 4 e tr. ^ti^tiM^s-r^m 

m9) 




Rf 


R^ 


R° 


Data 


42 


(S)-0-CH2CHFCH3 


H 


MS(+) : 488 


43 


(R)-0-CH2CHFCH3 


H 


MS(+) : 488 


44 


(S)-0-CH2CHFCH3 


F 


MS(+) : 506 


45 


(R)-0-CH2CHFCH3 


F 


MS(+) : 506 


46 


-O-CH2CF2CH3 


H 


MS(+) : 506 



mmmi 

##^J 2 0 (Dit^m 150 mg DMF 5 ml i^mM UsHOBt 43 mg. WSCD 61 mg^ 



wo 2004/096775 



PCT/JP2004/005998 



42 



^ V i^>T 5 K mmm. 35 mg RXJ^ h V ^'^^VT % > 0.045 mi ^M^fzM. 

i/l^iNjcT^jiSbfCo ^Mtr©5feUT#btL^^iiSr EtOH J; 9S3^^s^S:^TV^, 
139 mg (D(:2Z)-N-{2-T % y-2-;r^y ai^/W).2-{l-[4-(^V>?/V:t=¥i/)-2-( h P 7 
/W;rnp{^/V')^>'y^/V']^,4--^:7/V;rn -1,2,3,4-7" h^t Yn-SH-l-^'y^/T 

^Jfe^il 1 t ^m\^. ^10 {ei^-f-Hife^J 2 ~ 1 6 il:, ^n-^';^>i5|-l^;-r Simsf 

HJfeM 1 7 

#%^RI 2 O (Dit^m 150 mg.^ THF 3.5 ml \^mM it'fb^;^-^/^ 0.3 ml I^XJ- 
2~3 MO DMF Sri!JPx.Stat3:T 1 i^I^m^^bfCo ^T^IKSrW*L. $ b 

^lC0^^T:/^=T7K{c^iTLf^:o EtOAc ^Mx.'^W^Y^^n^tLo 

mg <Z)(2Z)-2-{l-[4-('<>'i;^/V;^-de^').2-( h y 7/W:^n ^ ^/V')^:^y'>f/p]-4,4_^^ 
:7yv;^-n -1,2,3,4-7" h^t Ka-Sff-l-^^'Xr-^lf ^-5-1' y7*:^}T-fe hT^ F 

mMm lit ^m^. ^ i o Kyf^-rmMm i s •?:tu-€ti>6f^s-t-5i^3N-^ 

fflv^Ti^5tbfCo *fc. 2a:I^^JJ:s ^1 0 tJi^-THjife^lH 9~2 0 



^Jfe-Baj 6 (Dit'^m 325 mg % 1,2-i;^^ n n zc^J? V 5 ml t^l^j!^ U> :^^<:^^^T7f iJ' ^ 
t3aig^SW^148 mgSr^Px.^mic:-C4^P^^#UfCo ^f&^f:: 10% (w/v) 



HJfi^ll 2 1 



wo 2004/096775 



43 



PCT/JP2004/00S998 



-MeOH (23:2) T'^WL^ ^MTit^UT. 121 mg ©(2Z)-N-(2-T 5 ^ -2-;:*-^ V 
^^/i-')-2-{4,4-t>:7y^;^D-i.[4-(:7'n \fjv:^;V'7^=.jV)^i^:/^jV\.\X3A-'r h 

.^V^TM5tbfclo ^1 1~1 8 {Cl^-r^JS^aj 2 3 ~ 1 4 7^, ^H-^tb 

: — ^^^'(^ttmS. 
Et : 31 ^/K nBu : J jV-^jV^'^jV^ Ph : :73i— Py : i^/l'x Bn : ^^-i^ 
/K Gly : ;«7/W^*^/V'pt ^/l^T ^ / (-NHCH2CONH2) ^ Etha : 2-fc Kd'^E^^/^t 
^/V-T^y (-NHCH2CH2OH) . Car:T^/ (-NH2)o -f^^^. fi^SOHUt^^^ 
{ieiiM'i@^:^-f o. :^^6<J ic: f:is -g^J ;t f^-NHPh(2-OH)« 2- K n :3r :7 =:/wr 
^ y ?lr. -NHCH2(2-Py)f*fc' y i^V-2-f ^/VT ^ y Sr^i-o 
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(^1 0) 




Ex 






R^ 


MS(+) 


1 


-CF3 


Bn-O- 


-CH2-CONH2 


574 


2 


-CPs 


Bn-O- 


-(CH2)2-OH 


561 


3 


-CPs 


cP^CH2C)- 


-CH2-CONH2 


538 


4 


-CFa 


cPr-CHaO- 


-(CH2)2-OH 


525 


5 


-CI 


nPr-S- 


-CH2-CONH2 


508 


6 


-CF3 


nPr-S- 


-CH2-COIMH2 


542 


7 


-CF3 


nPr-O- 


-CH2-CONH2 


526 


8 


-CPs 


nPr-O- 


-(CH2)2-OH 


513 


9 


-CFa 


nBu-O- 


-CH2-CONH2 


540 


10 


-CFa 


nBu-O- 


-(CH2)2-OH 


527 


11 


-CFa 


iBu-O- 


-CH2-CONH2 


540 


12 


-CFa 


iBu-O- 


-(CH2)2-OH 


527 


13 


-CI 


iBu-O- 


-CH2-CONH2 


506 


14 


-CFb 


nPr-N(Me> 


-CH2-CONH2 


539 


15 


-CFj 


Me2NOCCH2-0- 


-CH2-CONH2 


569 


16 


-CFa 


nPr-O- 


-H 


469 


17 


-CFa 


Bn-O- 


-H 


517 


18 


-CFa 


riPr-N(Me)- 


-H 


482 


19 


-CFa 


HO- 


-CH2-CONH2 


484 


20 


-CFa 


HO- 


-H 


427 


21 


-CFa 


nPr-S(=0> 


-CH2-CONH2 


558 


22 


-CFa 


nPr-S(=0)2- 


-CH2-CONH2 


574 
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(^1 1) 




Ex 






MS(+) 


23 


-OnPr 


r 




24 


-OnPr 






25 


-OnPr 


Br 


604,606 


26 


-0-CH2C(CH3)=CH2 


H 


538 


27 


-0-(CH2)2CH2F 


H 


544 


28 


(S)-0-CH2CHFCH3 


H 


544 


29 


(R>0-CH2CHFCH3 


H 


544 


30 


(S)-0-CH2CHFCH3 


F 


562 


31 


(RHJ-CHjCHFCHs 


F 


562 


32 


-O-CH2CHFCH3 


H 


544 


33 


-O-CH2CF2CH3 


H 


562 


34 


-O-CH2CF2CH3 


F 


580 


35 


-N(Me)Et 


H 


525 


36 


-N(Et)nPr 


H 


553 


37 


-N(Me)nBu 


H 


553 


38 


-l«^(Me)iBu 


H 


553 


39 


-NnPr2 


H 


567 


40 


-SEt 


H 


528 


41 


-SiBu 


H 


556 


42 


-SCH=CH2 


H 


526 


43 


-SCH2CH2F , 


H 


546 


44 


-S(CH2)2CH2F 


H 


560 


45 


. -SCH2CHFCH3 


H 


560 
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(*1 2) 




PH 



Ex 






MS(+) 


46 


-OnPr 


F 


531 


47 


-OnPr 


CI 


547 


48 


-O-CHzcPr 


H 


525 


49 


-O-CCHihCUiF 


H 


531 


50 


-O-CH2CHFCH3 


H 


531 


51 


-O-CH2CF2CH3 


H 


549 


52 


(S)-0-CH2CHFCH3 


H 


531 


53 


(R)-0-CH2CHFCH3 


H 


531 


54 


(S)-0-CH2CHFCH3 


F 


549 


55 


(R)-0-CH2CHFCH3 


F 


549 


56 


-O-CH2CF2CH3 


F 


567 


57 


-N(Me)(CH2)2CH2F 


H 


544 


58 


-N(Et)nPr 


H 


540 


59 


-SCH==CH2 


H 


513 


60 


-SCH2CH2F 


H 


533 


61 


-SCCHzfeCHjF 


H 


547 
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(*1 3) 



Q 




Ex 






MS(+) 


62 


-OnPr 


< F 


487 


63 


-QnPr 


CI 


503 


64 


-OnPr 


Br 


547,549 . 


65 


-O-iCHihCHiF 


H 


487 


66 


.O-CH2CHFCH3 


H 


• 487 


67 


-O-CH2CF2CH3 


H 


505 


68 


-O-CH2CF2CH3 


F 


523 


69 


(S)-0-CH2CHFCH3 


H 


487 . 


70 


(R>0-CH2CHFCH3 


H 


487 


, 71 


(S)-0-CH2CHFCH3 


F 


505 


72 


(R)-0-CH2CHFCH3 


F 


505 


73 


-N(Me)(CH2)2CH2F 


H 


500 


74 


-N(Me)CH2CF2CH3 


H 


518 


75 


-N(Et)nPr 


H 


496 


76 


-N(EtXCH2)2CH2F 


H 


514 


77 


-NnPra 


H 


510 
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(^1 4) 




Ex 






MS(+) 


78 


-NH(CH2>)OMe 


H 


/ 


79 


-NHCfMe^^CH-iOH 


H 




80 




H 




81 


-NHfCHoViOH 


H 




82 








83 


-NHCH2CH(OH)CH20H 


H 


543 


84 


-NHCH2CH(R-OH)CH90H 


H 




85 


-NHCH2CH(S-OH)CH20H 


H 


543 


86 


-NHCH2CH(R-OH)CH20H 


F 


561 


87 


-NH(CH2)20(CH2)20H 


H 


557 


88 


-NH(CH2)2NMe2 


H 


540 


89 


-lSfH(CH2)2CONH2 


H 


540 


90 


-NHCH(CONH2)2 


H 


569 


91 


-NHCHzCONHMe 


H 


540 


92 


-NHCHzCOhfMez 


H 


554 


93 


-NH(CH2)2NHCOCH3 


H 


554 


94 


-N(CH2CH20H)2 


H 


557 


95 


-N(CH2CONH2)2 


H 


583 


96 


-NHPh 


H 


545 


97 


-NHPh(2-OH) 


H 


561 


98 


-NHPh(3-OH) 


H 


561 


99 


-NHPh(4-OH) 


H 


561 


100 


-NHPh(2-CONH2) 


H 


588 


101 


-NHPh(3-CONH2) 


H 


588 


102 . 


-NHPh(4-CONH2) 


H 


588 


103 


->MPh(3-S02NH2) 


H 


624 


104 


-NHPh(4-S02NH2) 


H 


624 


105 


-NHPh(3-NHCOMe) 


H 


602 
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(^1 5) 




Ex 






MS(+) 


106 


-NHCHaPhO-OH) 


H 


575 


107 


-NHCH2Ph(4-OH) 


H 


575 


108 


-NHCH2Ph(4-S02NH2) 


H 


638 


109 


-NHCH2(2-Py) 


H 


560 


110 




H 


580 


111 




H 


596 


112 




H 


594 


113 


OH 


H 


610 
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(^1 6) 




Ex 






MS(+) 


114 




H 


539 . 


115 




H 


553 


116 


CONHg 


H 


580 


117 




H 


S80 


118 




H 


555 


119 




H 


573 


120 


-£ 


H 


567 


121 




H 


552 


122 




H 


539 
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(^1 7) 




Ex 








MS(+) 


123 


-0-(CH2)2CH2F 


-NHCH2CH(R"OH)CH20H 


H 


561 


124 




-NHCH2CH(S-OH)CH20H 


H 


561 


125 


-0-(CH2)2CH2F 


-NH(CH2)2CONH2 


H 


558 


126 


-0-(CH2)2CH2F 


OH 


H 


628 


127 


(S)-0-CH2CHFCH3 


-NH(CH2)2CONH2 


H 


558 


128 


(R)-0-CH2CHFCH3 


-NH(CH2)2CONH2 


H 


558 


129 


(S)-C)-eH2CHFCH3 


.NHCH2CH(S-OH)CH20H 


H 


561 


130 


(R)-0-CH2C3HDFCH3 


-NHCH2CH(S-OH)CH20H 


H 


561 


131 


(S>0-CH2CHFCH3 


-NHCH2CH(R-OH)CH20H 


H 


"561 


132 


(R)-0-CH2CHFCH3 


-NHCH2CH(R-OH)CH20H 


H 


561 


133 


(S)-0-CH2CHFCH3 


-NH(CH2)2CONH2 


F 


576 


134 


(R>0-CH2CHFCH3 


-NH(CH2)2CONH2 


F 


576 


136 


(S>0-CH2CHFCH3 


-hfHCH2CH(R-OH)CH20H 


F 


579 


136 


(R)-0-CH2CHFCH3 


-NHCH2CH(R-OH)CH20H 


F 


579 


137 


-O-CH2CF2CH3 


-NHCH2CH(R-OH)CH20H 


H 


579 


138 


-O-CH2CF2CH3 


-NHCH2CH(S-OH)CH20H 


H 


579 


139 


-O-CH2CF2CH3 


-NH(CH2)2CONH2 


H 


576 


140 


-O-CH2CF2CH3 


-NH(CH2)2CONH2 


F 


594 


141 


-O-CH2CF2CH3 


-NHCH2CH(S-OH)CH20H 


F 


597 


142 


-O-CH2CF2CH3 


1 -NHCH2CH(R-OH)CH20H 


F 


597 


143 


-SEt 


-NH(CH2)2CONH2 


H 


542 


144 


-SEt 


-NHCH(CONH2)i 


H 


571 


145 


-SEt 


-NHPh(3-CONH2) 


H 


590 




UT. ^ 1 9 ^CV^ < O/O^OHJSWb-a-^O NMR 



wo 2004/096775 _ PCT/JP2004/005998 



m 



53 



(mi 9) 



Ex 


NMR 


1 


235-2.55(lH,br),2.60-2.80(lH,br),3.()0-3.15(lH,brUJ6(2Rs).4.75-4.90flH.brt5 09f 
2H,s),6.45(lH,s),6.73(lH,d^7.8Hz).6.87(lH.d^7.8Hz),7.03(lH,dd^.8^.4Hz),7. 
10-7.19(2H,m).7.24-7.40(9Rm),8.68(lH,t^5.7Hz). 




2.25-2.55(lH.br).2.60-2.80(lH,br),3.05-3.20(lH,br).3.20-3.25(2H,in),3.42-3.50(2H.m) 
,4.72(lH,t^5.4Hz),4.75-4.90(lH,br),5.09(2H,s).6,39(lH,s).6 72aRdJ^7 SHz'i 6 87f 

lH,d^7JHz)J.04(IH.dd^2.0,8JHz)J.16(lH,t^.6Hz),7.22-7.42(8Hjn),8.46(lH 
,t^5.4Hz). 


3 


0.24-0.30(2H,in),0.49-0.58C2Hjn).l,08-1.20f IH m) 2 33-2 45('1H brt 2 6n ? 07/^)H hrt 
,3.02-3.29(lH.br),3.68-3.88(4H.m),4.60-5.05(lH,br).6.44(lH.s).6.71(lH,dJ=8.8Hz).6. 
85(lH,dJ=8.8Hz),6.93(lH,dd,J=2.0.8.8Hz),7.n-7.38(6H,m).8.48(lH,t,J=5.4Hz). 


4 


0.24-0.31(2H^),0.48-0.56(2H,m),1.09-1.21f IHjn^ 2 27-2 46flH hrt 2 6^.9 onriH hrt 
.3.00-3.26(3H^),3.43-3.52(2H,m),3.80C2H.d.J=6.8Jfe).4.73(lH.d,J=5.3Hz).4.75-4.92( 
lH,br),6.39(lH,s),6.71(lH,d,J=7.3Hz).6.84(lH,d.J=8.8H2),6.93(lH.ddJ»2.5,8.8Hz).7. 
13-7.18(2H,m),7,24(lH,U=7.3Hz)7.30-7.34(lH,m).8.48(lH U=5 3Hz) 


5 


0.92(3H.y=^.6Hz),1.46-1.55(2H,m),2.24-2.50(lH.br),2.65-2.84(lH,br)^.89-2.93(2H, 
m),3.04.3.22(lH.br),3.75(2H,s),4.70-4.92(lH.br),6.37(lH,s),6.87(lH,s),6.94(lH,d.J=7 
.6Hz),7.01(lH,d,J=8.0Hz).7.14-7.53(6H.m),8.62(lH.s'). 


6 


0.93(3H,tJ=7.2Hz),1.48-1.57(2H,m),2.28-2.52riH.brtJ2 63-2 87f IH brt-2 94-2 Q7<'2H 

m),3.08-3.20(lH,br),3.73.3.76(2H,m),4.73-4.88(lH,br),6.48(lH,s),6.73(lH,d,J=8.0Hz) 
,6.84(lH,d^8.0Hz),7.14-7.76(7Hjn),8.69(lH.U=5.2Hz). 


7 


0.92(3H,t^7.3Hz),1.62-1.72(2H,m),2.30-2.50(lH,br),2.60-2.80(lH,br)3.00-3.10(lH, 
br),3.76(2H,s),3.90(2H,t,J^.6Hz),4.70-4.90(lH brt 6 45nH s') 6 72riH d>:7 RH^^ A 

85(lH,d^.8Hz).6.94aH,dd^.l.76Hz),7J0-7.38r6H,in).8.68aH.t,J^5.4Hz). 


8 


0.92(3H,W^.3H2),1.62-1.72(2Hjm).2.3()-2.50(lH,br)^.60-2.80(lH.br),3.00-3.20(lH, 
br),3.23(2H.t^5.9Hz),3.44-3.50(2H,ra).3.90(2H,U=6.6Hz),4.72(lH.U=5.4Hz),4.75- 

.4.86(lH,br),6.40(lH.s).6.71(lH,d^7.8Hz),6.85(lH.d^8.3Hz),6.95(lH,dd^.5.8.8 
Hz),7.10-7.18(2H,m),7.25ClH,t^7.1Hz).7.30-7.34<'lH-m'».8 A(V\Vi\.f='i fM-7\ 


9 


0.89(3H,t^7.3Hz),1.31-1.42(2H,m),1.57-1.67(2H.m),2.30.2.50(lH,br)^.70-2.85(lH. 
br).3.00-3.20(lH,br),3.76(2H.s).3.94(2H.t,^6.6Hz),4.65-4.95(lH.br),6.45(IH,s).6.72( 
lH,d^7.8Hz),6.85(lH,d^8.8H2),6.94(lH,dd,^2.4,8.8Hz),7.10-7.20(3H,m),7.22-7 
32(2H,m).733-7.37(lH4n),8.68(lH,U=5.3Hz). 


10 


0.89(3H,t^7.4Hz),1..32-1.42(2H.m).1.58-1.67(2H,m),2.25.2.45(lH,br),2.60-2.80(lH, 

br).3.00-3.15(lH,br),3.20-3.30(2H,m),3.44-3.50(2H,m).3.94(2H,W^.4Hz),4.73(lH,t, 

^5.2Hz),4.75-4.87(lH,br),6.39(lHiS).6.71(lH,d^7.8Hz),6.84(lH,d^==8.8Hz),6,95(l 

H.dd^.5,8.8Hz),7.12-7.18(2H,m),7^1.7.26(lH,m),7.30-7^3(lH,m),8.46(lH,t^5. 
6Hz). 


11 


0.92(6H,d^.8Hz),1.89-2.00(lH,m),2.30-2.50(lH,br),2.60-2.80(lH,br),3.00-3.20(lH 

,br),3.70.3.82(4H,m),4.75-4.85(lH,br).6.45(lH,s),6.72(lH.d^7.9H2),6.86(lH,d^8. 

8Hz),6.95(lH.dd^.4,8.3Hz).7.12-7.19(3H,m),7^-7.30(2H^).7.36(lH,dd^.8Hz, 
1.5Hz),8.68(lH,t^5.6Hz). 
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54 



(^1 J 




bx 


NMR 


12 


0.92(6H,d^.4Hz),1.89-2.00(lH,m),2.30-2.50(lH,br),2.60.2.80(lH,br)3.00-3.15(lH 
,br),3.19-3.25(2H.m).3.44-3.50(2H,m),3.72(2H.d,J^=6.3Hz),4.73(lH,t^5.1Hz),4.76-4. 
88(lH,br).6.40(lH,s).6.71(lH,d,^7.3Hz).6.85(lH,d^8.8Hz).6.96(lH.dd^.5.8.3H 
z).7.13-7.18(2H^),7.22-7.27nH,m).7.32aadd^7.8Hz.l.5H2),8.46(lH.t^5.6Hz). 


13 


0.91(6H,dJ=6.8Hz),1.86-1.98(lH,m),2.25-2.50(lH.br).2.60-2.80(lH.br)3.00-3.15(lH, 
br),3.67(2H,dJ=6JHz),3.70-3.78(2H,br),4.73-4.90(lH,br),6.35(lH.s),6.63-6.69(lIiin 
),6.89.6.96(3Hjn).7.11.7.20f2H,m).7.22-7.33(3H,m),8.62(lH.s). 


14 


0.80(3H,U=7^).1.40-1.45(2H^)^.27-2.53(lH.br).2.55.2.77(lH,br),2.86(3H,s)^.9 
2-3.15(lH,br),3.24(2H,s),3.75(2H.s).4.71-5.05(lH,br),6.44(lH.s),6.58(lH,d,J=8.4Hz), 
6.67(lH,dJ=8.4Hz).6.7Kiad.J=7.6HzX6.77(lH,s),7.14-7.36(5H,m),8.64(lH.s). 


15 


230-2.50(lH,br)^.65-2.85(lH,br)^.80(3H.s)^.92(3H.s),3.00-3.20(lH,br),3.70-3.82(2 

Iim).4.75-4.90(lH,br).4.86(2H^),6.44(lH.s),6.73(lH,d^.8Hz).6.83(lH.d.^8.3Hz) 

.6.90(lH,dd^.4,8.3Hz),7.11.7.20(3H.m),7.24-7J0(2H,m),7.36(lH,dd^JH2.1.4H 
2),8.68(lH,t,^5.7Hzy 


1 w 


0.92(3H,t^7.8Hz),1.61-1.71(2H.in),2.35-2.55(lH,br),2.60-2.80(lH.br)^.00-3.20(lH. 

br).3.90(2H,t^.4H2)A70-4.90(lH.br),638(lH.s),6.72(lH.d^.8Hz).6.84(lH.d^ 

8.7Hz),6.96(lH,dd^.5,8.6Hz),7.10-7.18(2H^).7.22-7.27(lH^),7.28.7.31(lH,m).7 
.35(lH.s).7.87(lH.s). 


17 


2.30-2.55(lH,br),2.60-2.80(lH,br).3.05-3.25(lH,br),4.75r4.95(lH,br),5.09(2H,s),6.38( 

lH,s),6.73(lH,d^7.8Hz).6.86(lH,d^8.7Hz),7.05(lH,dd^.4,8.4Hz),7.13-7.18(IH, 
m),7.22-7.42(9H,m),7.88aH,s). 


18 


0.81(3H,y=7.2Hz),1.40-1.46(2H,m)^.24-2.52(lH,br).2.57-2.78(lH,br),2 85(3H s)29 

5-3.17(lH,br),3.23(2H,sM.70-5.02(lH,br),6.36(lH,s),6.62-6.76(4H^),7.16-7.34(4H, 
m),7.84(lH,s). 


19 


2.30-2.50(lH.br).2.55-2.80(lH,br).3.00-3.20(lH.br),3.75(2H,s),4.70-4.90(lH,br).6.47( 
lH,s).6.66-6.76(3H,m),7.00(lH,d^l .5Hz),7.10-7.19(2H^),7.22-7.30(2H m) 7 35a 
H,d^.8Hz).8.65(lH,t^5.6Hz),10.3(lH,s). 


20 


2.30-2.50(lH,br),2.55-2.80(lH,br).3.00-3.20(lH,br).4.70-4.90(lH.br).6.41(lH.s),6.67. 

6.74(3H,m)J.00(lH,s)J.I5(lH,tdJ=lA7.8Hz).7.24(lH,a=7.6H2).7^7-7.32(lHjn).7. 
34(lH,s).7.85aH.s).10.3(lH.sV 


21 


0.87(3H.U=7.2Hz),1.19-1.27(lH,m),1.45-1.58(lH,xn)^.I8.2.52(lH.br);2.65-2.78(lH, 

br).2.93-3.00(2H,m),3.06-3.25(lH,br),3.74-3.76(2H.m),4.75-4.92(lH,br),6.55(lH.s).6. 

73(lH.d,J=7.6Hz),7.12-7.15(3H^),7.24-7.33(2H.m),7.36(lH,ddJ=1.6,7^Hz).7.71(l 
H,d,J-8.0HzX7.98(lH,s),8.70(lH,s). 


22 


0.84(3H,tJ=^.6H2),1.38-1.47(2H^).2.15-2.54(lH.br)^.67.2.90(lH,br)3.15-3.30(lH, 
br),3.34-3.52(2H,m).3.75-3.77(2H.m),4.75-4.90(lH,br).6.61(lH.s),6.74(lH,d,J=8.0Hz) 

,7.13-7.17(3H,m).7.26-7.39(2H.m).7.37-7.39(lH.in).7.97(lH.dJ=8.4Hz).8.16(lH.s),8. 

71(lH,s). 


30 


1 .32(3H,dd,J-6.4,29.2H2)^.31.2.43(lH.br),2.60-2.80(lH,br),3. 1 8-3.27(lH,br),3.20-3. 

34(2H,mM.OO-4.37(2H^),4.64-5.10(2H,m),6.56(lH.s),6.73-6.80(lH.in),6.87(lH,d,J= 
8.8Hz).7.02-7.08(2H.m).7.14(lH.s).7.24-7.26(2H,m).7.32(lH^).8.60-8.64(lH.brt. 
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31 


1.33(3H,ddJ=6.3.29.3Hz),2.33-2.47(lH.br),2.59-2.83(lH,br)3.03-3.25(lH.br),3.72-3.8 

5(2H^).4.02-4.24(2H,m),4.72-4.84(lH,br),4.86-5.07(lH.m),6.56(]H,s),6.74-6.80(lH. 

m).6.88(lH,<U=8.8Hz),7.00-7.08(2H^),7. 14(lH.s),7.21-7.26(2H,m).7.32f IRs) 8 65( 
lH,tJ=5.4Hz). 


51 


1.67(3H.t.J=19.5Hz),2.30-2.48(lH,br),2.46-2.90(lH,br)^.08-3.34(3H.m),3.39-4.00(2H 

,m).4.32(2H,t,J=12.7Hz).4.70-4.78(2H.in).6.38(lH.s),6.72(lH.d,J=7.8Hz),6.89(lH,d^ 

=8.8Hz),7.04(lH,dd,J=2.4,8.8Hz),7.15(lH,dt,J=1.5,7.8Hz),7.22-7,34r3H 8 AHdYLL 
J~5-3Hz). 


52 


1.32(3H.dd.J=6.4.23.5Hz).2.36-2.47(lH.br);2.65-2.76(lH,br).3.18-3J0(3H,m).3.43-3. 
49(2H^),4.00-4.20(2H^).4.68-5.06(3H,m),6.39(lH,s).6.72(lH,d.J=8.8Hz),6.87(lH,d 
,J=8.8H2),6,98(lH,ddJ=<2.4,8.8Hz),7.15(lH,dt,J=1.4,8.8Hz) 7 21-7 27f2H in'» 7 32nH 
dd,J=1.4,8.8Hz).8.46(lH,U=5.8H2). 


53 


1.32(3H,dd.J=6.8.23.9Hz).2.37-2.46(lH.br),2.65-2.83(lH.br),3.19-3.28(3H^),3.44-3 
50(2H.m),4.00-4.20(2H^),4.69-5.05(3H,m),6.39(lH.s),6.73(lH,dJ=8.8Hz),6.87(lH,d 
J=8.8H2).6.99(lH,ddJ=2.4,8.8Hz),7.15(lH,dW=1.4,8.8HzX7.21-7.27(2H 7 32nH 
dd,J=1.4,8.8H2),8.46(lH.tJ=5.4H2). 


54 


1.33(3H.dd.J=5.9,29.8Hz),2.31-2.46(lH,br),2.61-2.84(lH.br).3.18-3.26(2H,m).3.44-3. 
50(2H,m)4.01-4.22(2H,m),4.74(lH,y=5.3Hz),4.76-4.85(lH,br),4.96-5.06(lH,m),6.51 
(lH,s),6.70-6.77(lH^),6.86(lH,d^=8.8Hz),7.01-7.08(lH,m\7.19f2H dd J=2 9 8 SHz^ 
.7.25(lH.d.J=2.9Hz),7.66(lH,d,J=8.8Hz),8.46(iaU=5.9Hzy 


55 


1.32(3H,dd,J=5.9,29.8Hz);2.32-2.46(lH,br)^.61-2.84(lH,brX3.03-3.27(2H,m),3.44-3. 
51(2H.m).4.02^.22(2H^),4.74(lH,U=5.3Hz).4.76-4.85(lH.br),4.87-5.06(lHan).6.52 
(lH,s),6.70-6.78(lIini),6.87(lBtd^=8.8Hz),7.00-7.08(lH,m).7.19f2H dd J=2 9 8 SH?^ 
,7.24(lH,d.J=2.9Hz),7.67(lH.dJ=8.8Hz),8.47(lH,t,J=5.4H2V 


56 


1 .69(3H,U=19.6Hz),2.3 l-2.46(lH,br),2.61 .2.83(lH,br),3.05-3.27(3H^),3.43-3.50(2H 

,m).4.34(2H,U=12.7Hz),4.68-4,86(2H,m).6.50(lH,s),6.73-6.78(lH,m),6.89(lH,d,J=8. 

8Hz)J.OI-7.13(2H,m),7.20(lH,dd^=2.9,8.8Hz),731(lH,d,J==2.9Hz).8 43flH 
z). 


84 


0.97(3H,t,J=7.3Hz),1.61-1.72(2H,m)^.31.2.47(lH,br),2.65-2.81(lH,br),2.99-3.17(3H 
ra),3.32-3.40(2H,m),3.52-3.61(lH.m),3.90(2H,t,J=7.3Hz),4.54(lH,t,J=5.9Hz).4.754.8 
7(2H,m).6.40(lH.s).6.71(IH,d,J=8.8Hz),6.85(lH,d^8.8Hz).6.95(lH.dd,J=2.5.8.8Hz) 
7.12-7.19(2H,m).7.24(lH.U=8.8Hz).7.34(lH,dd.J=1.4,8.8Hz\8.45(lH,U=5.4Hz\ 


85 


0.98(3H,U=^.3Hz),1.61-1.71(2H,m),2.30-2.46(lH.br)^.65-2.80(lH,br),2.99-3.20(3H, 
m),3.32-3.39(2H.m),3.51-3.62(lH.m),3.90(2H,t,J=7.3Hz),4.54(lH,t,J=5.9Hz).4.76-4.9 
0(2H,m).6.40(lH,s),6.71(lH,d,J-8.8Hz).6.86(lH.dJ=8.8Hz),6.94(lH.ddJ=2.5,8.8Hz), 
7.12-7.19(2H^).7.24(lHiU=8.8Hz),7.34nH.dd,J=1.4,8.8Hz).8.45(lH,U=5.4Hz) 


86 


0.93(3H,U=6.8Hz),1.61-1.72(2H,m),2.31-2.46(lH.br),2.61-2.83(lH,br),3.00-3.21(3H. 
m),3.31-3.39(2H.ni),3.52-3.63(lH,m),3.92(2H.tJ=6.8Hz),4.56(lH.t,J=5.9Hz),4.52-4.8 
6(2H.m),6.53(lH,s),6.71-6.77(lH,m).6.85(lH,dJ=8.8Hz).6.99(lH.dd,J=2.0.8.8Hz).7.0 
4(lH,dt,J=2.0.8.8Hz),7.17(lH.dJ=2.0Hz).7.21(lH.dd,J==2.0,8.8H2).8.42(lH.U=5.3H2 
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129 


1.32(3H,dd,J=63.23.4Hz),2.34-2.46(lH,br)^.55-2.83(lH.br).3.20-3.32(3H,m),3.35-3. 
40(2H,m),3.52-3.60(lH;m),4.00-4.20(2H,m),4.50-4.59(lH,m),4.73-5.05(3H^),6.39(l 
H,s),6.72(lH,d,J=8.8Hz),6.87(lH,d,J=8.8Hz),6.98(lH,ddJ=^.5,8 8Hz") 7 ISflH dU=2 
5,8.8Hz),7.19-7.27(2H.m),7.34(lH,ddJ=1.4.8.8Hz),8.47(lH,t,J=5.4Hz). 


130 


1.31(3H,dd,J=6.3.23.4Hz),2.26-2.47(lH.br),2.62-2.84(lH.br).3.00-3.23(3H,m),3.32-3. 
38(2H,m),3.53-3.62(lH,m),4.00^.20(2H.m),4.45(lH,U=5.4Hz),4.76-5.05(3H,m),6.40 
(lH,s),6.72(lH,d,J=7.8Hz),6.88(lH,d,J=8.8Hz).6.99flH dd J=2 5 8 8Hz^ 7 l^riH dt T 

=1.4.7.8Hz),7.20-7^8(2H,m).7.34(lH,dd,J=1.4,7.8Hz),8.47(lH,tJ=5.9Hz). 


132 


1.31(3H,dd,J=6.4,23.4Hz),2.30-2.46(lH,br);2.54-2.80(lH,br),3.00-3.32(3H,m),3.34-3. 
40(2H,m).3.52-3.61(lH,m),4.00-4.20(2H,m),4.5I-4.60(lH,m),4.72-5.05(3H^X6.40(l 
H,s),6.72(lH,dJ=8.8Hz),6.87(lH,dJ=8.8Hz\6.99flH dd 1=1 5 8 8Hz"» 7 15nH HH 1=0 
.5.8.8Hz).7.19-7.29(2H,m),7.31-7J6(lH,m-),8.46(lH,t.J=5.4Hz). 


133 


1.33(3H,dd,J=6.3^3.9Hz),2^7-2.46(3H,m).2.60.2.84(lH,br),3.22-3.34(lH,br),3.34-3. 
40(2H.m).4.00-4.22(2H^),4.70.5.06(2H,m),6.44(lH.s),6.71-6.76(lH^).6.81-6.89(2 
H,m),7.01-7.07(2H,m),7.19(lH,ddJ=2.9,8.8Hz),7.24(lH.dJ=2 9Hz^ 7 33-7 38rm W\ 
8.45-8.52(lH,br). 


134 


1.33(3H,dd,J=6.4,29.8Hz),2.26-2.46(3H,m),2.64-2.87(lH,br),3.00-3.23(lH,br),3^7-3. 
42(2H^),4.01-4.22(2H,m),4.66-5.07(2H,ni),6.49(lH,s),6.71-6.78(lH.m),6.87(2H,dJ= 
8.8Hz),7.00-7.08(2H^),7.19(lIiddJ=2,9.8.8Hz'> 7 24flH d J=2 9Hz^ 7 33-7 30nHhr 
),8.50(lH,t,J=5.4Hz).' 


135 


1.32(3H,dd,J=6.3^3.9H2),2.32-2.46(lH,br),2.63-2.84(lH,br),3.00.3.24(3H^),3.33-3. 

40(2H.m),3.52.3.61(lH.m).4.01.4.21(2H^),4.57(lH.U=5.3Hz),4.73-5.06(3H^).6.52 

(lH,s),6.72-6.78(lH,m),6.87(lH,d,J=8.8Hz),7,00-7.08(2H,m),7.18-7.26(2H,m).8.38-8. 
48(lH,m). 


136 


1.33(3H,dd,J=6.3.13.4Hz).2.34-2.47(lH.br)^.56-2.82(lH,br),3.01-3.32(3H,m)3.33-3. 
39(2H^).3.52-3.61(lH^),4.02-4.22(2H,m),4.57(lH.U=5.4H2),4.75-4.85(2H,m),4.87 
-S.07(lH,m),6.51(lH.s),6.71-6.77(lH,m).6.87(lH,d.J=8jHz).7.01-7.08(2H,m),7.19-7. 
25(2H,m),8.43(lH,t,J=5.4Hz). 


140 


1.69(3H,U=19.3Hz),2.26-2,47(3H,m),2.62-2.83(lH.br),3.05-3.22(lH,br),3.25-3.44(2H 

,m),4.34(2H,t,J=12.4Hz),4.68-4.92(lH,br),6.48(lH.s),6.72-6.77(lH,m),6.83-6.95(2H, 

in),7.01.7.13(2H.m),7.19(IH,dd,J=2.9,8.8Hz).7.30(ia<y=2.9Hz).7.34-7.40(lH,br).8. 
50(lH,U=53Hz). 
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iPr : ^ y7"n tBu : t&t-zf^/V, cBu ; i^-!^ nzf^^/v, nPen : y;V^;V^> 
cPen : -y^ n^>'^/k, iAm : ^ y T ^ /V-, nHex : J jV^jV^^-^jV^ pyir : 
\^xx^)Vy-\-4jV^ pipe: f-<y ^^^--W/K pipa : fc''-<7i^:^.l.-r>'K mor : 
^/V-^ V l^A'^ /K Ac : T-t5^/K Ms : p« ^i^J^yPaJ^^/K cyano ; i^T 
(^2 0) 




No 




-A'^-B'^ 


No 


R1A 


-A'^-B'^ 


A1 


Gly 


-O-Me 


A30 


Car 


-0-(CH2)2-cyano 


A2 


Gly 


-O-Et 


A31 


Etha 


-0-CH2CH(Me)0Me 


A3 


Etha 


-O-Et 


A32 


Etha 


-0-CH2CH(Me)0Me 


A4 


Car 


-O-Et 


A33 


Car 


-0-CH2CH(Me)0Me 


A5 


Etha 


-O-iPr 


A34 


Etha 


-O-CH2CF2CF3 


A6 


Car 


-O-nBu 


A35 


Car 


-O-CH2CF2CF3 


A7 


Car 


-O-iBu 


A36 


Etha 


-O-CH2CF2CHF2 


A8 


Gly 


-O-tBu 


A37 


Car 


-O-CH2CF2CHF2 


A9 


Gly 


-O-iAm 


A38 


Gly 


-0-CCH2)20H 


A10 


Gly 


-O-nPen 


A39 


Etha 


-0-(CH2)20H 


A11 


Etha 


-O-nHex 


A40 


Car 




A12 


Gly 


-O-cPen 


A41 


Gly 


-O-CH2CO2H 


A13 


Gly 


-O-Ph 


A42 


Etha 


-0-CH2C02H 


A14 


Car 


-O-Ph 


A43 


Car 


-O-CH2CO2H 


A16 


Gly 


-O-CH2CF3 


A44 


Etha 


-N(Me)-iBu 


A16 


Gly 


-O-CH2CHF, 


A45 


Car 


-N(Me)-iBu 


A17 


Gly 


-0-CH2CH=CH 


A46 


Etha 


-S-Et 


A18 


Gly 


-0-(CH2)2CHsCH 


A47 


Car 


-S-Et 


A19 


Gly 


-0-(CH2),0Me 


A48 


Gly 


-S-iPr 


A20 


Car 


-0-CH2cPr 


A4g 


Etha 


-S-iPr 


A21 


Gly 


-O-CH2CBU 


A50 


Car 


-S-iPr 


A22 


Car 


-O-CH2CBU 


A51 


Gly 


-N(Me)-CH2CH20Me 


A23 


Gly 


-0-CH2tBu 


A52 


Etha 


-N(Me)-CH2CH20Me 


A24 


Etha 


-0-CH2tBu 


A53 


Car 


-N(Me).CH2CH,OMe 


A25 


Gly 


-O-CH2CONH2 


A55 


Gly 


-N(Me>nBu 


A27 


Gly 


-0-CH2C0NHMe 


A56 


Etha 


-N(Me>nBu 


A28 


Gly 


-0-(CH2)2-cyano 


A57 


Car 


-N(Me>nBu 


A29 


Etha 


-0-(CH2)2-cyano 


A58 


Etha 


-N(nPr>nPr 
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No 
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A59 


-NHCH2CH(S-OH)CH20H 


CS>0-CH2CHFCH3 


A60 


-NHCHiCHfS-OfDCHjOH 


Oy-O-CHiCHFCHj 
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No 


RiA 


-A'^-B^ 


A61 


Gly 


-O-Et 


A62 


Car 


-O-nPr 


A63 


Gly 


-O-iPr 


A64 


Etba 


-O-nBu 
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No 




-X- . 


Y 




B1 


Gly 


-N=C- 


N 


-Q-nPr 


B2 


Etha 


-N=C- 


N 


-O-nPr 


B3 


Car 


-N=C-- 


N 


-O-nPr 


B4 


Gly 


-N=C- 


N 


-O-iBu 


B5 


Etha 


-N=C- 


N 


-O-iBu 


B6 


Car 


-N=C- 


N 


-O-iBu 


B7 


Gly 


-N=C- 


N 


-S-nPr 


B8 


Etha 


-N=C- 


N 


-S-nPr 


B9 


Car 


-N=C- 


N 


-S-nPr 


BIO 


Gly 


-N=C- 


N 


-N(Me)-nPr 


B11 


Etha 


-N=C- 


N 


-N(Me)-nPr 


B12 


Car 


-N=C- 


N 


-N(Me)-nPr 


B13 


Gly 


-N=N- 


CH 


-O-nPr 


B14 


Eiha 


-N=N- 


CH 


-O-nPr 


B15 


Car 


-N=N- 


CH 


-O-nPr 


B16 


Gly 


-N=N- 


CH 


-O-iBu 


B17 


Etiia 


-N=N- 


CH 


-O-iBu 


818 


Car 


-N=N- 


CH 


-O-iBu 


B19 


Gly 


-N=N- 


CH 


-S-nPr 


B20 


Etha 


-N=N- 


CH 


-S-nPr 


B21 


Car 


-N=N- 


CH 


-S-nPr 


B22 


Gly 


-N=N- 


CH 


-N(Me)-nPr 


B23 


Etha 


-N=N- 


CH 


-N(Me)-nPr 


B24 


Car 


-N=N- 


CH 


-N(Me)-nPr 


B25 


Gly 


-S- 


N 


-O-nPr 


B26 


Etha 


-S- 


N 


-O-nPr 


B27 


Car 


-S- 


N 


-O-nPr 


B28 


Gly 


-s- 


N 


-O-iBu 


B29 


Etha 


-s- 


N 


-O-iBu 


B30 


Car 


-s- 


N 


-O-iBu 


B31 


Gly 


-s- 


N 


-S-nPr 


B32 


Etha 


-s- 


N 


-S-nPr 


B33 


Car 


-s- 


N 


-S-nPr 


B34 


Gly 


-s- 


N 


-N(Me>nPr 


B35 


Etha 


-s- 


N 


-N(Me>nPr 



wo 2004/096775 

m 



60 



PCT/JP2004/005998 



(^2 4) 




No 




-X- 


Y 




B36 


Car 


-S- 


N 


-NCMeVnPr 


B37 


Gly 


-N=C- 


CH 


-O-nPr 


B38 


Etha 


-N=C- 


CH 


-O-nPr 


B39 


Car 


-N=C- 


CH 


-O-nPr 


840 


Gly 


-N=C- 


CH 


-O-iBu 


841 


Etha 


-N=C- 


CH 


-O-iBu 


842 


Car 


-N=C- 


CH 


-O-iBu 


843 


Gly 


-N=C- 


CH 


-S-nPr 


844 


Etha 


-N=C- 


CH 


-S-nPr 


845 


Car 


-N=C- 


CH 


-S-nPr 


846 


Gly 


-N=C- 


CH 


-N(Me)-nPr 


847 


Etha 


-N=C- 


CH 


-N(Me>nPr 


848 


Car 


-N=C- 


CH 


-NfMeVnPr 
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m2 5) 




No 


RiA 


-X- 


Y 




B49 


Etha 


-C=C- 


N 


-O-nPr 


B50 


Gly 


-C=C- 


N 


-0-{Bu 


B51 


Etha 


-C=C- 


N 


-O-iBu 


852 


Car 


-C=C- 


N 


-O-iBu 


853 


Gly 


-C=C- 


N 


-S-nPr 


854 


Etha 


-C=C- 


N 


-S-nPr 


855 


Car 


-c=c- 


N 


-S-nPr 


856 


Gly 


-c=c- 


N 


-N(Me)-nPr 


857 


Etiiia 


-c=c- 


N 


-N(Me>nPr 


858 


Car 


-c=c- 


N 


-N(Me>nPr 


859 


Gly 


-s- 


CH 


-O-nPr 


860 


Etha 


-s- 


CH 


-O-nPr 


861 


Car 


-s- 


CH 


-O-nPr 


862 


Gly 


-s- 


CH 


-O-iBu 


863 


Etha. 


-S- 


CH 


-O-iBu 


864 


Car 


-s- 


CH 


-O-iBu 


865 


Gly 


-s- 


CH 


-S-nPr 


866 


Etha 


-s- 


CH 


-S-nPr 


867 


Car 


-s- 


CH 


-S-nPr 



m2 6) 



Q 




No 


R1A 


X 


Y 


-A^-B^ 


868 


Gly 


N 


S 


-N(Me>nPr 


869 


Etha 


N 


s 


-N(Me)-nPr 


870 


Car 


N 


s 


-NCMeVnPr 
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m2 7) 



Q 




No 


RiA 




No 


R1A 


-A'^-B'^ 


Cl 


Gly 


-O-iBu 


CIO 


Gly 


-S-iPr 


C2 


Etha 


-O-iBu 


Cll 


Etha. 


-S-iPr 


C3 


Car 


-O-iBu 


C12 


Car 


-S-iPr 


C4 


Gly 


-O-nBu 


C13 


Gly 


-S-Et 


C5 


Etha 


-O-nBu 


C14 


Etha 


-S-Et 


C6 


Car 


-O-nBu 


C15 


Car 


-S-Et 


C7 


Gly 


-S-nPr 


C16 


Gly 


-N(Me>nPr 


C8 


Efha 


-S-nPr 


C17 


Etha 


-N(Me>nPr 


C9 


Car 


-S-nPr 


C18 


Car 


-N(Me>iiPr 



(^2 8) 




No 


R1A 


-A'^-B'^ 


No 


R1A 


-A'^-B'^ 


C19 


Gly 


-O-nPr 


C30 


Car 


-S-nPr 


C20 


Etha 


-O-nPr 


C31 


Gly 


-S-iPr 


C21 


Car 


-O-nPr • 


C32 


Etha 


-S-iPr 


C22 


Gly 


-O-iBu 


C33 


Car 


-S-iPr 


C23 


Etha 


-O-iBu 


C34 


Gly 


-S-Et 


C24 


Car 


-O-iBu 


C35 


Etha 


-S-Et 


C25 


Gly 


-O-nBu 


C36 


Car 


-S-Et 


C26 


Etha 


-O-nBu 


C37 


Gly 


-N(Me>nPr 


C27 


Car 


-O-nBu 


C38 


Etha 


-N(Me)-nPr 


C28 


Gly 


-S-nPr 


C39 


Car 


-N(Me>nPr 


C29 


£tba 


-S-nPr 
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(^2 9) 



Q 




No 






No 


p,1A 


-A'^-B'^ 


C40 


Gly 


-O-iBu 


C49 


Gly 


-S-iPr 


C41 


Etha 


-O-iBu 


C50 


Etha 


-S-iPr 


C42 


Car 


-O-iBu 


C51 


Car 


-S-iPr 


C43 


Gly 


-O-nBu 


C54 


Gly 


-S-Bt 


C44 


E&a 


-O-nBu 


C55 


Etha 


-S-Et 


C45 


Car 


-O-nBu 


C56 


Car 


-S-Et 


C46 


Gly 


-S-nPr 


C57 


Gly 


-N(Me>nPr 


C47 


Etha 


-S-nPr 


C58 


Etha 


-N(Me)-nPr 


C48 


Car 


-S-nPr 


C59 


Car 


-N(Me>nPr 



(^3 0) 




No 


R1A 


-A-^-B^ 


No 


R1A 


-A^-B^ 


C60 


Etha 


-O-nPr 


C70 


Gly 


-S-iPr 


C61 


Gly 


-O-iBu 


C71 


Etha 


-S-iPr 


C62 


Etha 


-O-iBu 


C72 


Car 


-S-iPr 


C63 


Car 


-O-iBu 


C73 


Gly 


-S-Et 


C64 


Gly 


-O-nBu 


C74 


Etha 


-S-Et 


C65 


Etha 


-O-nBu 


C75 


Car 


-S-Et 


C66 


Car 


-O-nBu 


C76 


Gly 


-N(Me>nPr 


C67 


Gly 


-S-nPr 


C77 


Etha 


-N(Me)-nPr 


C68 


Etha 


-S-nPr 


C78 


Car 


-N(Me)-nPr 


C69 


Car 


-S-nPr 






PCT/JP2004/005998 



Me 



No 




No 


p1A 


D1 


NHCHd-('2-Pv"> 




*f-ri2iNv^o-pipe 


D2 


NHPh 


U<J*t 


IN ri^ri2L/CF-pyrr 


D3 


NHCHoPh 




iNriori2^Cf-v J -rlL/-pyrr j 


D4 


NHCH'>-f2-HO-Ph'i 




XNil.^ll2^\J"^^j"rl<J-pipe) 


D5 


NHCHo-(3-HO-Ph^ 


I— /O f 


l\XlOrt2^ v^"V^**xxL/-pipe / 


D6 


NHCH2-f4-HO-PW 


D38 




D7 


NHCHi-/2-'H'>NOC-Ph) 




x\ri-(^-> -iKienrv L/OrrTi } 


D8 


NHCHo-fS-HoNOC-Ph^ 




iNn^n2-v^^2AN ^2o-rii ) 


09 


NHCH2-^4-H2NOC-Ph) 


D41 


NH-(3-Ms-Ph) 


D10 


NH-(2-HO-Ph) 


D42 


NHCHsCO-mor 


D11 


NH-(3-HO-Ph) 


D43 


NHCH2-C6-HO-2-PV) 


D12 


NH-(4-HO-Ph) 


D44 


NHCH2-(6-MeO-2-Pv') 


D13 


NH-(2-H2NOC-Ph-) 


D45 


NHCH2-C6-H2NOC-2-PV') 


D14 


NH-O-HjNOC-PW 


D46 


NHCH2-{6-cyano-2-Py) 


D15 


NH-(4-H2NOC-Ph-) 


D47 


NHCH2-(6-Me2NOC-2-Py") 


D16 


NH-(CH2)20Me 


D48 


NHCH2-(6-H2N-2-Py) 


D17 


NH-(CH2)30H 


D49 


NHCH2-{6-Me2N-2-Py) 


D18 


N(CH2CH20H)2 


D50 


NHCH2-(6-F-2-Py) 


D19 


TSIHCH,CHfCH20H)0H 


D51 


NHCH2-(6-Cl-2-Py-) 


D20 


N(Me)CH2CH20H 


D52 


NHCH2-(6-Me-2-Pv) 


D21 


3-HO-pyiT 


D53 


NHCH2-(pyra2ol-2-yn 


D22 


3-HO-pipe 


D64 


NHCH2-fpyridazine-2-yl) 


D23 


4-HO-pipe 


D55 


NHCH2-(pyrimidine-2-yn 


D24 


NHCHjCONHMe 


D56 


N(CH2CONH2)((CH2-)20H) 


D25 


NHCHiCONMez 


D57 


NHCH(Me)CH20H 


D26 


N(Me)CH2CONH2 


D58 


NHCH2CH(Me)OH 


D27 


N(Me)CH2C01SIHMe 


D59 


NHC(Me)2CH,OH 


D28 


N(Me)CH2CONMe, 


D60 


lSIHCH2C(Me)20H 


D29 


NHCCHs^sCONH, 


D61 


3-oxo-pipa 


D30 


N(CH2CONH2")2 


D62 


NHCH2CO-(3-H2NOC-oioe) 


D31 


NHCH(CONH2)CH20H 


D63 


NHCH2CO.f4-H2NOC-piBe) 


D32 


3-H2NOC-pipe 


D64 


NHCH(CH20H)2 
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(^3 2) 




No 




No 


RiA 


E1 


NHCHaPh 


E20 


NHCH2-(6-H2NOC-2-Py) 


E2 


NHCH2-(2-HO-Ph) 


E21 


NHCH2-(6-cyano-2-Py) 


E3 


NHCH2-(2-H2NOC-Ph) 


E22 


NHCH2-(6-Me2NOC-2-Py) 


E4 


NHCHrO-HsNCX^Ph) 


E23 


NHCH2-r6-H,N-2-Py) 


E5 


.NHCH2-(4-H2NOC-Ph) 


E24 


NHCH2-<6-Me2N-2-Py) 


E6 


N(Me)CH2CH20H 


E25 


NHCH2-(6-F-2-Py) 


E7 


4-HO-pipe 


E26 


lSIHCH2-(6-Cl-2-Py) 


E8 


N(Me)CH2CONH2 


E27 


NHCH2-(6-Me-2-Py) 


E9 


N(Me)CH2CONHMe 


E28 


NHCH2-(pyrazol-2-yl) 


E10 


N(Me)CH2CONMej 


E2g 


NHCH2-(pyridazme-2-yl) 


E11 


NHCHCCONHi^CHzOH 


E30 


NHCH2-<pyrimidine-2-yl) 


E12 


NHCHjCO-O-HO-pipe) 


E31 


N(CH2CONH2)((CH2)20H) 


E13 


NH-(3-Ac-Ph) 


E32 


NHCH(Me)CH20H 


E14 


NH-(3-MeHNOC-Ph) 


E33 


NHCH2CH(Me)OH 


E15 


NHCH2-(4-H2N02S-Ph) 


E34 


NHCH2C(Me)20H 


E16 


NH-(3-Ms-Ph) 


E35 


NHCH2CO-(3-H2NOC-pipe) 


E17 


NHCHjCO-mor 


E36 


NHCH2C0^4-H2NOC-pipe) 


E18 


NHCH2-(6-HO-2-Py) 


E37 


NHGH(CH20H)2 


E19 


NHCH2-(6-MeO-2-Py) 
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S 



(^3 3) 




No 




No 


R1A 


F1 


NHCH,^2-Py) 


F33 


4-H2NOC-pipe 


F2 


NHPh 


F34 


NHCH2CO-pyrr 


F3 


NHCHjPh 


F35 


NHCH2CO-(3-HO-pyrr) 


F4 


NHCH2-r2-HO-Ph) 


F36 


NHCHzCO-P-HO-pipe) 


F5 


NHCH2-(3-HO-Ph) 


F37 


NHCH2CO-(4-H(>.pipe) 


F6 


NHCH2-(4-HO-Ph) 


F38 


NH-(3-Ac-Ph) 


F7 


NHCH2-(2-H2NOC-Ph-) 


F39 


NH-(3-MeHNOC-Ph) 


F8 


NHCH2-(3-H2NOC-Ph) 


F40 


NHCH2-(4-H2N02S-Ph) 


F9 


NHCH2-(4-H2NOC-Ph) 


F41 


NH-(3-Ms-Ph) 


F10 


NH-(2-HO-Ph) 


F42 


NHCH2CO-mor 


F11 


NH-(3-HO-Ph) 


F43 


NHCH2-(6-HO-2-Py) 


F12 


NH-(4-HO-Ph) 


F44 


NHCH2-(6-MeO-2-Py) 


F13 


NH-(2-H2NOC-PW 


F45 


NHCH2-(6-H2NOC-2-Py) 


F14 


NH-(3-H2NOC-Ph) 


F46 


NHCH2-(6-cyano-2-Py) 


F15 


NH-(4-H2NOC-Ph) 


F47 


NHCH2-(6-Me2NOC-2-Py) 


F16 


NH-(CH2)20Me 


F48 


NHCH2-(6-H2N-2.Py) 


F17 


NH-(CH2)30H 


F49 


NHCH2-(6-Me2N-2-Py) 


F18 


NCCHzCHzOH), 


F50 


NHCH2-(6-F-2-Py) 


F19 


lS!HCH2CH(CH,OH)OH 


F5T 


NHCH2-(6-Cl-2-Py) 


F20 


N(Me)CH2CH20H 


F52 


NHCH2-(6-Me-2-Py) 


F21 


3-HO-Dyrr 


F53 


NHCH2-(pyrazol-2-yn 


F22 


3-HO-pipe 


F54 


NHCH2-(pyridazine-2-yn 


F23 


4-HO-pipe 


F55 


NHCH2-(pyriniidine-2-yn 


F24 


NHCHiCONHMe 


F56 


N(CH2CONH2)((CH2)20H) 


F25 


NHCH2CONMe, 


F57 


NHCHCMe^CHzOH 


F26 


N(Me)CH2CONH2 


F58 


NHCH2CHCMe)OH 


F27 


N(Me)CH2CONHMe 


F59 


NHC(Me)2CH20H 


F28 


N(Me)CH2CONMe2 


F60 


NHCH2CCMe)20H 


F29 


NH(CH2")2CONH2 


F61 


3-oxo-pipa 


F30 


N(CH2CONH2)2 


F62 


NHCH2CO-(3-H2NOC-pipe) 


F31 


NHCH(CONH2)CH20H 


F63 


NHCH2CO-{4-H2NOC-pipe) 


F32 


3-H2NOC-pipe 


F64 


NHCH(CH20H)2 
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(^3 4) 




K 1 

No 


plA 


No 




G1 


NHCH2-(2-Py) 


G32 


NHCH2CO-pyrr 


G2 


NHPh 


G33 


NHCH2CO-(3-HOpvit) 


G3 


NHCHjPh 


G34 


NHCH2CO-(3-HO-pipe) 


G4 


NHCH2-f2-HO-Ph) 


G35 


MHCH2CO-(4-HO-pipe) 


G5 


NHCHi-O-HO-Ph) 


G36 


NH-(3-Ac.Ph) 


G6 


NHCH2-(4-HO-Ph) 


G37 


NH-(3-MeHNOC-PW 


G7 


NHCH2-(2-H2NOC-Ph) 


G38 


NHCH2-(4-H2N02S-PW 


G8 


NHCH5-(3-H2NOC-Ph) 


G39 


NH-(3-Ms-Ph) 


G9 


NHCH2-(4-H2NOC-Ph) 


G40 


NHCH2CO-mor 


\D\\J 


NH-(2-HO-Pn) 


G41 


NHCH2-(6-HO-2-Pv) 


G11 


NH-(3-HO-Ph) 


G42 


NHCH2-(6-MeO-2-Pv) 


G12 


NH-(4-HO-Ph) 


G43 


NHCH2-((5-H2NOC-2-Py) 


G13 


NH-(2-H2NOC-Ph) 


G44 


NHCH2-(6-cyano-2-Py) 


G14 


]SIH-(4-H2NOC-Ph) 


G45 


NHCH2-(6-Me2NOC-2-Pv) 


G15 


NH-(CH2)20Me 


G46 


NHCH2-(6-H2N-2-Py) 


G16 


NH-(CH2)30H 


G47 


NHCH2-(6-Me2N-2-Py) . 


G17 


N(CH2CH20H>, 


G48 


NHCH2-(6.F-2-Py) 


G18 


NHCHjCHCCHiOmOH 


G49 


NHCH2-(6-Cl-2-Py) 


G19 


N(Me)CH2CH20H 


G50 


NHCH2-(6-Me-2-Py) 


G20 


3-HC)-pyrr 


G51 


NHCH2-(pyrazol-2-yl) 


G21 


3-HO-pipe 


G52 


NHCH2-(pyrida2ine-2-yl') 


G22 


4-HO-pipe 


G53 


NHCH2-(pyrimidine-2-yl) 


G23 


NHCH,CONHMe 


G54 


NCCH2CONH2X(CH2)20H) 


G24 


NHCH^ONMes 


G55 


NHCH(Me)CH20H 


G25 


N(Me)CH2CONH, 


G56 


NHCH2CH(Me)0H 


G26 


NCMeXJHiCONHMe 


G57 


NHC(Me)2CH20H 


G27 


N(Me)CH2C01SIMe, 


G58 


NHCH2C(Me)20H 


G28 


NCCHjCONH,), 


G69 


3-oxo-pipa 


G2g 


NHCHfCONH2)CH20H 


G60 


NHCH2CO-(3-H2NOC-pipe) 


G30 


3-H2NOC-pipe 


G61 


NHCH2CO-(4-H2NOC-pipe) 


G31 


4-H2NOC-pipe 


G62 


NHCH(CH20H)2 
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68 



(^3 5) 




No 




No 




H1 


NHCH2-(2-Py) 


H33 


4-H2NOC-pipe 


H2 


NHPh 


H34 


NHCH2CO-pyrr 


H3 


NHCHaPh 


H35 


NHCH2CO-(3-HO-t>vrr) 


H4 


NHCH2-^2-HO-Ph) 


H36 


NHCHzCCKS-HO-pipe) 


H5 


NHCH2-(3-HO-Ph) 


H37 


NHCH2CO-(4-HC).pipe^ 


H6 


^fHCH2-f4-HO-Ph) 


H38 


NH-(3-Ac-Ph) 


H7 


NHCH2-(2-H2NOC-PM 


H39 


NH-(3-MeHNOC-Ph) 


H8 


NHCH2-f3-H2NOC-Ph") 


H40 


NHCH2-(4-H2N02S-PW 


H9 


NHCH2-(4-H2NOC-PW 


H41 


NH-(3-Ms-Ph) 


H10 


NH-(2-HO-Ph) 


H42 


NHCH2CO-inor 


H11 




H43 


NHCH2-(6-HO-2-Pv^ 


H12 


NH-(4-HO-Ph) 


H44 


NHGH2-(6-MeO-2-Py) 


H13 


NH-(2.H2NOC-PW 


H45 


NHCH2-<6-H2NOC-2-Py) 


H14 


NH-(3-H2NOC-PW 


H46 


NHCH2-(6-cyano-2-Pv") 


H15 


NH-(4-H2NOC.Ph) 


H47 


NHCH2-C6-Me2NOC-2-Py) 


H16 


NH-(CH2)20Me 


H48 


NHCH2-(6-H2N-2-Py) 


H17 


NH-(CH2)30H 


H49 


NHCH2-(6-Me2N-2-Py) 


H18 


N(CH2CH20H)2 


H50 


NHCH2-(6-F-2-Py) 


H19 


NHCHsCHfCHjOIftOH 


H51 


NHCH2-f6-Cl-2-Py) 


H20 


N(Me)CH2CH20H 


H52 


NHCH2-(6-Me-2-Pv> 


H21 . 


3-HO-pyrr 


H53 


NHCH2-(pyra20l-2-yD 


H22 


3-HO-pipe 


H54 


NHCH2-(pyridazme-2-Yn 


H23 


4-HO-pipe 


H55 


NHCH2-(pyrim!dine-2-yl) 


H24 


NHCHjCONHMe 


H56 


N(CH2CONH2)((CH2)20H-) 


H25 


NHCHjCONMe, 


H57 


NHCH(Me)CH20H 


H26 


N(Me)CH2C0NHj 


H58 


NHCH2CH(Me)OH 


H27 


N(Me)CH,CONHMe 


H59 


NHC(Me)2CH20H 


H28 


N(Me)CH2CONMe, 


H60 


NHCH2CCMe)20H 


H29 


NH(CH2)2CONH2 


H61 


3-oxo-pipa 


H30 


NCCHzCONHj), 


H62 


NHCH2CO-^3-H2NOC-pipe) 


H31 


NHCHfCONH2)CH,OH 


H63 


NHCH2CO-f4-H2NOC-pipe) 


H32 


S-HaNOC-pipe 


H64 


NHCHCCH20H)2 



wo 2004/096775 



69 



12 PCT/JP2004/00S998 



(^3 6) 




No 


RiA 






11 

1 1 




loo 


4-H2NOC"Pipe 


12 


"NTRPh 


lo4 


NHCH2CO-pyrr 






IOC 

loo 


NHCH2CO-f3-HO-Dvrr) 


14 


iNXT^-^jij-^^A-xi^-rn ) 


loo 


NHCH2CCK3-HO-DiDe) 


15 




lOf 


NHCH2CO-(4-HO-pipe) 






loo 


NH-(3-Ac-Ph) 


17 




l09 


^^H-(3 -MeHNOC-Ph) 


18 


i^nv>'jn2 A J XT.21N Vu'^-r n ) 




NHCH2-(4-H2N02S-Ph) 


{9 


NHCH2-{4-H2NOC-Ph) 


Ml 


lvM-(3-Ms-Ph) 


110 


NH-(2-HO-Ph) 


142 


NHCHiCO-mor 


111 


NH-(3-HO-Ph) 


143 


NHCH,-f6-HO-2-Py) 


112 


NH-(4-HOPh) 


144 


NHCH2-C6-MeO-2-Py) 


113 


NH-(2.H2NOC-PW 


145 


NHCH2-(6-H2NOC-2-Py> 


114 


NH-(3-H2NOC-PW 


146 


NHCH2-f6-cyano-2-PY") 


116 


NH-(4^H2NOC-Ph) 


147 


NHCH2-('6-M^NOC-2-Pv) 


116 


NH-(CH2)20Me 


148 


NHCH2-(6-H2N-2-Py) 


117 


NH-(CH2)30H 


149 


NHCH2-(6-Me2N-2-Pv:> 


118 


N(CH2CH20H)2 


150 


NHCH2-{6-F-2-Py) 


119 


NHCHsCHfCHiOroOH 


151 


NHCH2-(6-Cl-2.Pv) 


120 


N(Me)CH5CH90H 


152 


NHCH,-r6-Me-2-Py) 


121 


3-HO-pyiT 


153 


NHCH,-Cpyrazol-2-yl) 


122 


3-HO-pipe 


154 


NHCH2-(pyridazine-2-vn 


123 


4-HO-pipe 


155 


NHCH2-(pyrimidine-2-yn 


124 


NHCHjCONHMe 


156 


N(CH2CONH2)((CH2)20If) 


125 


NHCH2CONMe2 


157 


NHCHfMe)CH20H 


126 


Nav[e)CH2CONH2 


158 


NHCH,CH(Me)OH 


127 


N(Me)CH2CONHMe 


159 


NHCCMe^jCHzOH 


128 


N(Me)CH2CONMe2 


160 


NHCH2C(Me)20H 


129 


NH(CH2)2CONH2 


161 


3-oxo-pipa 


130 


N(CH2CONH2)2 


162 


NHCHiCO-O-HzNOC-pipe") 


131 


NHCH(CONH2)CH20H 


163 


NHCH2CCH4-H2NOC-oiDe) 


132 


3-H2NOC-pipe 


164 


NHCH(CH20H)2 
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m (o m n 

1 . ^ ( I ) ^ tbS 4,4-i?:7/V:^ n -1.2,3.4-x h 7 1: K n -5H-1-^ V 



R^: CF3. ^U<{*^M3>{^^„ 



-X- : 

( 1 ) a :as W^^, b ;6S Zl fi^-^-T? 5 ^^-^^ -CH=CH-. -CH=N-< -N=CH-. 

(2) a;5Si:«^'a'> b:dS^^'g-t?fcS^. -N-p 
Y : 

(1) ^-h^m^^. ht^ZLW^^-t^^-^^^ CH. ^b<«N„ 

(2) ajiSraS^-^. bldS^^-a-T'fcS^^. So 
-A-: -0-s -NH-. ^b<(:i-N({gaT/V=ar;v).„ 




(I) 



3 . 



2004/096775 




PCT/JP2004/005998 



iS^T/l-=^r:=/K ^^^nTyl^^/K ^b<JiTy— ^KD 
KH^^ (I I). ^ (I I I) T?^$tb6S> -OH. ^U<li-0-{Si^T 

R ( I I ) R ( I I I ) 

R" : -OH. -0-^WrjV^?V^ -CO2H. -QQhr&C7}V^?V, ^Xf- 1 o 

R^: 

(1) 7>-mn-m^. xrimimT/u^ui^^^-rm^. 

-H. -OH. -O-'fS^r/l'^/'V'. -CO2H. -C02-<S^T/^=¥/V. 10 

(2) Z'^S-«T/V'3rW:/-C(=0)-^:^i-^. 

^ (I I I). ^U<f*^ (IV) T'^^tbSSo 

R (I I I) R (I V) 
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R^^ : -H. -OH. -O-i&^T/V-^/l^, -CO2H. -CQhr^B.T JV^?V^ 1 o 

3. r';JS^ (I I), ^L<f« (I I I) -C^^tt-S^-efeS. 

5. R^dS^S: (II) -^^$tbSST*fe§. ft^<D^ffl4|B^(D^b-^«^c 

6. -A-;OS.o.-efcS, lf^®^IS5|B$fe©^b'^i^o 

7isifeo^t:'8-«^„ 

(2Z)-N-(2-r ^ y-2-:*-5aryni<^/V)-2-{4A7- h P :7/W:;^n-l-[4-{[(2R)-2- 
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(2Z)-N-(2-t Ko=3riX:3i^/i^)-2-{4,4,7- h V :7/^;^-t3-l-[4-{[(2S)-2-7/l^:^ 
x^zfa tV^];e-dre/}-2-( h V •7/1':^^ 7« ^/^)^^^>^-Y>'^]-l,2,3,4-7' 

(2Z)-N-(2-t Ki='=¥i^^5^/l')-2-{4A7- h y ^ J\y:^n-\-[4-{[{2K)-2-y 

T'n tVl'];^5aE^i/}-2-( h y :7>rV';^-n pi ^yV)'<i^>^-r/V']-l,2,3,4- 

7" h 7 1 K n -5H-1-^ T-^ f >'-5-^ y t'V} T-fe h T ^ 
(2Z)-2-{4,4-^^:7/V::^-a,l.[4-{[(2R)-2->'/V:e-n^a tVV<'];^dE^i/').2-( b y 

7y^;rti;j«^/V')^>'y^/V]-l^,3,4-7^ KO-SH-l-^^-V^T-^ 

f ix-.S-^ y 7=^:/}-N-[(2S)-2,3-i^fc Kct'3ev:rn if/VlT-fe: ^ 
3-[((2Z)-2-{4,4,7- hV^Jl^:tr2 -l-[4-{[(2R)-2- :7 n d /l^] ^ 
i/}-2-( h y :7>^V:^n 7« ^/^)^>'y^/V']-l ,2,3,4-7^ b 7 t Ko-SH-l- 

(2Z)-N-[(2R)-2,3- t K d =3e^ 7" n If ].2. {4,4,7- h y 7 /V :r n 
-l-[4-{[(2R)-2-:7/V:tpyn t;VV]:^=3f. i/}.2-( h ]} y;U:tx2;^ ^/W)^ 
>^>»'^/l.].l,2,3,4-x h7t Ka-5H-l-^i/>^T-^H'V-5--l' y 7^:^>T 
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